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RULES  AND  REGULATIONS 


Title  21— FOOD  AND  DRUGS 

Chapter  I — Food  and  Drug  Adminis¬ 
tration,  Department  of  Health,  Ed¬ 
ucation,  and  Welfare 

SUBCHAPTER  C— DRUGS 

PART  130 — NEW  DRUGS 

Approved  New  Drugs  Requiring  Con¬ 
tinuation  of  Long-Term  Studies, 
Records,  and  Reports;  Listing  of 
Methadone  With  Special  Require¬ 
ments  for  Use 

In  the  Federal  Register  of  January  7. 
1972  (37  FR.  201),  the  Commissioner  of 
Pood  and  Drugs  added  a  new  section, 
§  130.48  Drugs  that  are  subjects  of  ap¬ 
proved  new  drug  applications  and  that 
require  special  studies,  records,  and  re¬ 
ports,  to  Part  130 — New  Drugs,  Subpart 
A — Procedural  and  Interpretative  Regu¬ 
lations.  In  the  Federal  Register  of  April 
6,  1972  (37  F.R.  6940),  the  Commissioner 
proposed  special  requirements  for  use  of 
methadone,  by  adding  a  new  paragraph 
(b)  to  §  130.48,  which  would  place  meth¬ 
adone  on  the  list  of  drugs  subject  to 
special  studies,  records,  and  reports,  pro¬ 
vide  for  the  drug  to  be  consideretl  no 
longer  exclusively  investigative,  estab¬ 
lish  special  requirements  for  use  of  the 
drug,  no  longer  approve  its  use  as  an 
antitussive.  and  revoke  §  130.44  Condi¬ 
tions  for  investigational  use  of  metha¬ 
done  for  maintenance  programs  for  nar¬ 
cotic  addicts  (21  CPR  130.44)  upon  the 
effective  date  of  §  130.48(b). 

Section  130.44  was  promulgated  on 
April  2,  1971,  in  concert  with  the  pro¬ 
mulgation  of  regulations  by  the  Bureau  of 
Narcotics  and  Dangerous  Drugs  now 
cited  as  §§  306.04  and  306.07  under  Chap¬ 
ter  n  of  Title  21  of  the  Code  of  Federal 
Regulations.  Publication  of  these  regu¬ 
lations  were  each  predicated  on  the  in¬ 
vestigational  status  of  methadone  in  the 
maintenance  treatment  of  narcotic  ad¬ 
dicts.  Their  effect  was  to  require  sub¬ 
mission  of  an  IND  application  to  the 
Food  and  Drug  Administration  and  sub¬ 
mission  of  an  application  for  separate 
registration  to  the  Bureau  of  Narcotics 
and  Eiangerous  Drugs  for  approval  by 
each  on  the  basis  of  a  specific  research 
protocol.  The  regulation  of  the  Bm^u 
of  Narcotics  and  Dangerous  Drugs  re¬ 
quired  that  approval  be  based  on  a  con¬ 
current  review  by  the  Food  and  Drug 
Administration  for  scientific  merit  and 
by  the  Bureau  of  Narcotics  and  Danger¬ 
ous  Drugs  for  the  drug  control  require¬ 
ments.  In  the  interval,  experience  with 
the  use  of  methadone  in  maintenance 
treatment  programs  has  increased:  and 
such  programs  have  greatly  expanded. 
This  expansion  has  led  in  some  cases  to 
a  growing  problem  of  abuse  and  diver¬ 
sion.  The  promulgation  of  the  revised 
§  130.44  is  designed  to  set  forth  medical 
standards  in  the  treatment  of  narcotic 
addiction  in  accordance  with  section  4 
of  title  1  of  the  Comprehensive  Drug 
Abuse  Prevention  and  Control  Act  of 
1970  and  to  help  reduce  the  likelihood 


of  diversion  by  providing  for  a  closed 
system  of  methadone  distribution.  The 
Bureau  of  Narcotics  and  Dangerous 
Drugs  which  has  primary  responsibility 
for  the  elimination  of  the  diversion  of 
narcotic  drugs  has  been  consulted  in  the 
drafting  of  these  regulations  and  will 
continue  to  exercise  supervision  of  meth¬ 
adone  programs  in  this  aspect.  In  ad¬ 
dition,  because  of  the  broader  acceptance 
of  methadone  in  the  treatment  of  nar¬ 
cotic  addiction,  legislation  has  been  in¬ 
troduced  into  the  Congress  for  the  pur¬ 
pose  of  strengthening  the  authority  of 
the  Bureau  of  Narcotics  and  Dangerous 
Drugs  to  impose  and  enforce  standards 
relating  to  the  security  and  diversion  of 
narcotic  drugs  utilized  in  the  treatment 
of  narcotic  addiction. 

In  response  to  the  April  6,  1972,  publi¬ 
cation  several  hundred  comments  were 
received  from  known  authorities  in  the 
treatment  of  drug  addiction,  concerned 
citizens,  members  of  Congress,  munici¬ 
palities  and  organizations  currently 
operating  methadone  treatment  pro¬ 
grams,  State  and  local  governmental 
authorities,  the  medical  community 
through  the  American  Medical  Associa¬ 
tion,  the  American  Psychiatric  Associa¬ 
tion  and  State  and  local  medical 
societies,  the  Medical  Committee  for 
Human  Rights,  the  National  Association 
of  Social  Workers,  the  American  Society 
of  Hospital  Pharmacists,  the  American 
Pharmaceutical  Association,  and  phar¬ 
maceutical  manufacturers. 

1.  Numerous  comments  stated  that 
the  proposed  regulation  represents  an 
imwarranted  intrusion  into  medical  prac¬ 
tice  and  the  physician-patient  relation¬ 
ship  by  a  regulatory  agency  and  would 
severely  impede  the  ability  of  the  serious 
practitioner  to  treat  and  rehabilitate  the 
addict  population.  It  was  suggested  that 
flexibility  should  be  allowed  in  deciding 
what  is  good  medical  management  of 
patients.  These  respondents  recognized 
the  necessity  to  control  diversion  and 
abuse  but  felt  that  the  treatment  of 
narcotic  dependence  is  a  medical  prob¬ 
lem  the  management  of  which  should 
emanate  from  the  medical  profession. 
The  Food  and  Drug  Administration 
(FDA)  has  no  intention  of  interfering 
with  legitimate  medical  practice  or  the 
exercising  of  medical  judgment  in  the 
treatment  of  narcotic  addiction.  Clinical 
judgment  must  ultimately  determine  the 
typ)e  and  course  of  treatment  for  each 
patimt.  Because  of  the  hazards  known 
to  exist  from  diversion  and  misuse  of 
methadone,  however,  strict  control  over 
the  distribution,  administration,  and 
dispensing  of  the  drug  is  necessary  to 
assure  its  safe  use.  This  regulation  pro¬ 
vides  sufficient  latitude  within  which 
medical  judgment  may  properly  be 
exercised. 

2.  A  number  of  physicians  and  phar¬ 
macists  expressed  concern  that  the  reg¬ 
ulation  may  limit  the  availability  of  the 
drug  for  antitussive  and  severe  pain  uses 
(as  in  cancer  patimts)  and  that  this  is 
discriminatory.  The  CcHnmissioner  con¬ 
cludes  that  the  closed  system  of  distribu¬ 
tion  provided  for  in  the  regulation, 
although  unique,  is  necessary  to  protect 


the  public  health  by  minimizing  diver¬ 
sion  and  misuse  of  methadone.  In  some 
instances  other  drugs  may  have  to  be 
substituted  for  the  analgesic  or  detoxi¬ 
fication  uses  of  methadone  as  well  as  for 
emergency  treatment  of  withdrawal 
symptoms.  In  almost  all  instances  in 
w’hich  methadone  might  be  the  drug  of 
choice  for  its  analgesic  use  this  should 
still  be  possible  by  utilizing  the  dispens¬ 
ing  services  of  approved  hospital  phar¬ 
macies,  or  in  remote  areas  without  hos¬ 
pitals.  community  pharmacies  which 
may  be  approved  by  FDA  for  dispens¬ 
ing  methadone  on  the  recommenda¬ 
tion  of  the  State  authority  and  after 
consultation  with  the  Bureau  of  Nar¬ 
cotics  and  Dangerous  Drugs  (BNDD). 
Although  the  Commissioner  recognizes 
the  effectiveness  of  methadone  as  an 
antitussive,  he  concludes  that  there  are 
only  limited  indications  for  this  use  be¬ 
cause  of  the  ready  availability  of  other 
effective  agents.  The  benefits  derived 
from  the  drug  for  antitussive  use  do  not 
outweigh  the  hazards  of  diversion  and 
abuse  which  would  result  from  the  in¬ 
creased  availability  if  such  use  were 
allowed. 

3.  Some  comments  also  expressed  con¬ 
cern  that  outpatient  or  ambulatory  de¬ 
toxification  and  emergency  treatment  for 
heroin  withdrawal  will  not  be  sufficiently 
widely  available.  Some  persons  recom¬ 
mended  the  authorization  of  specific 
physicians  for  the  purpose  of  providing 
ambulatory  withdrawal  treatment  and 
the  authorization  of  community  phar¬ 
macies  as  well  as  hospitals  for  adminis¬ 
tering  and  dispensing  methadone.  Pri¬ 
vate  physicians  who  wish  to  use  metha¬ 
done  for  ambulatory  detoxification  or 
maintenance  treatment  of  addicts  can 
do  so  by  obtaining  approval  for  the  op¬ 
eration  of  a  methadone  treatment  pro¬ 
gram  or  by  serving  as  an  approved  meth¬ 
adone  treatment  medication  unit  for  an 
approved  program.  Community  pharma¬ 
cies  will  also  be  able  to  administer  and 
dispense  methadone  either  by  being  an 
integral  part  of  an  approved  program 
or  by  serving  as  a  methadone  treat¬ 
ment  medicaticxi  unit  for  an  approved 
program. 

4.  Several  comments  noted  that  no 
provision  has  been  made  for  the  hos¬ 
pitalized  narcotic  addict  who  is  not  en¬ 
rolled  in  a  methadone  treatment  pro¬ 
gram  but  requires  other  general  medical 
or  surgical  care  while  in  the  hospital 
and  requires  treatment  with  methadone 
while  these  other  conditions  are  being 
attended.  Similarly,  if  a  person  enrolled 
in  a  methadone  treatment  program  is 
hospitalized  for  other  general  medical  or 
surgical  care,  the  treatment  program 
would  have  to  provide  the  drug  supply 
to  the  hospital  under  the  proposed  regu¬ 
lation.  The  regulation  has  been  revised 
to  include  temporary  treatment  of  nar¬ 
cotic  addicts  enrolled  in  methadone 
treatment  programs  while  hospitalized 
for  other  medical  or  surgical  conditions. 
Those  addicts  not  enrolled  in  a  metha¬ 
done  treatment  program  who  are  ad¬ 
mitted  to  the  hospital  for  other  general 
medical  or  surgical  care  may  be  detoxi¬ 
fied  with  methadone  if  their  conditiim 
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warrants  or,  if  not,  they  may  be  tempo¬ 
rarily  treated  with  methadone  during  the 
acute  phase  of  their  care. 

5.  One  comment  suggested  the  use  of 
hospitals  for  stocking  methadone  as  an 
emergency,  temporary  outpatient  detoxi¬ 
fication  and/or  maintenance  treatment 
facility  when  an  approved  methadone 
treatment  program  is  terminated.  This 
comment  has  merit,  and  in  the  event 
that  other  approved  programs  are  not 
available  to  the  addicts  or  cannot  accom¬ 
modate  displaced  addicts,  consideration 
will  be  given  to  using  hospitals  for  the 
piirposes  of  detoxification  and/or  main¬ 
tenance  treatment  until  such  time  as  the 
patients  can  be  referred  to  other  ap¬ 
proved  methadone  treatment  programs. 

6.  One  comment  called  attention  to 
the  language  used  in  the  proposal  to  de¬ 
scribe  the  storage  requirements  for  the 
drug  and  how  it  differs  from  the  BNDD 
regiilations.  This  comment  also  noted  the 
BNDD  regulations  require  that  records 
pertaining  to  narcotic  distribution  need 
only  be  retained  for  a  period  of  2  years. 
The  Commissioner  recognizes  that  only 
2 -year  record  retention  is  required  under 
the  BNDD  regulations,  but  concludes 
that  there  is  a  need  for  additional  con¬ 
trol  of  this  drug,  as  evidenced  by  its  po¬ 
tential  for  abuse  and  its  demand  as  a 
substitute  for  other  addictive  drugs. 
State  laws  may  require  even  longer  rec¬ 
ord  retention.  The  storage  requirements 
under  this  regulation  are  identical  to  the 
BNDD  regulations. 

7.  A  number  of  comments  argued  that 

alternative  methods  of  control  and  dis¬ 
tribution  should  be  considered  (e.g.,  cen¬ 
trally  processed  multiple  prescription 
blanks  and  selected  pharmacies) .  For  the 
reason  expressed  in  item  2  above  the 
comments  are  rejected  except  that  com¬ 
munity  pharmacies  may  be  utilized  to 
administer  and  dispense  the  drug  for 
analgesia  in  remote  areas  without  hos¬ 
pitals  on  the  recommendation  of  the 
State  authority  and  approval  by  PDA 
after  consultation  with  BNDD.  _ 

8.  Several  comments  expressed  con¬ 
cern  that  restricted  distribution  will  in¬ 
vite  larger  prescriptions  resulting  in 
poorer  control  and  that  such  practice 
would  be  further  encouraged  by  the  need¬ 
less  recordkeeping  requirements  placed 
on  hospitals  which  may  cause  them  not 
to  apply,  thus  promoting  even  more  re¬ 
stricted  distribution  than  the  regulation 
is  designed  to  provide.  The  Commissioner 
recognizes  these  possibilities  but  con¬ 
cludes  that  hospitals,  as  they  have  in  the 
past,  will  respond  to  the  needs  of  the 
community  by  making  methadone  avail¬ 
able  for  its  legitimate  uses.  It  is  fiu*ther 
concluded  that  the  hospital  reporting 
system  in  the  regulation  will  serve  as  an 
indicator  of  inordinate  prescribing  which 
can  be  corrected  when  necessary. 

9.  One  comment  suggested  restricting 
the  use  of  other  orally  effective  narcotics 
to  prevent  them  from  being  used  as  a 
substitute  for  methadone.  The  Commis¬ 
sioner  rejects  this  comment  at  this  time 
since  he  has  no  information  that  such 
drugs  are  being  used  for  this  purpose  or 
that  these  drugs  would  be  substituted. 
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10.  Several  comments  urged  that  the 
regulation  provide  for  minimum  qualifi¬ 
cations  of  program  personnel  and  per¬ 
haps  certification  of  physicians  to  use 
methadone  in  treating  addicts.  It  was 
also  suggested  that  staffing  patterns  be 
included  in  the  guidelines.  The  regula¬ 
tion  does  provide  for  the  submission  of 
information  concerning  the  scientific 
training  and  experience  of  professional 
personnel  having  major  responsibility  for 
the  programs  and  the  rehabilitative  ef¬ 
forts  which  are  part  of  the  approval  cri¬ 
teria.  The  regulation  has  been  changed 
to  include  staffing  guidelines. 

11.  There  was  comment  that  am¬ 
biguity  exists  regarding  the  terminology 
used  for  administering  and  dispensing 
medication  and  the  ultimate  responsibil¬ 
ity  for  the  medication.  Some  complained 
that  program  costs  will  be  prohibitive 
imless  a  variety  of  “competent  agents”  of 
the  physician,  such  as  pharmacists, 
registered  nurses,  and  licensed  practical 
nurses  be  permitted  to  administer  and 
dispense  medication.  In  an  effort  to 
clarify  these  responsibilities,  the  regula¬ 
tion  has  been  amended  to  indicate  that 
methadone  can  be  administered  and  dis¬ 
pensed  by  such  “competent  agents” 
supervised  by  and  pursuant  to  the  order 
of  the  practitioner  licensed  under  ap¬ 
propriate  State  or  Federal  law  to  or¬ 
der  narcotic  drugs.  The  responsibilities 
of  the  practitioner  have  been  further 
clarified. 

12.  Several  comments  objected  to  the 
threat  of  criminal  prosecution  of  pro¬ 
gram  directors  and  physicians  within 
programs  which  may  serve  to  discourage 
them  from  assuming  program  respon¬ 
sibility  and  may  do  little  to  insure  com¬ 
pliance.  Lack  of  administrative  control 
by  physicians  and  dependence  on  other 
agencies  for  funding  serve  to  remove  the 
physician  or  director  from  policy  deci¬ 
sions,  yet  he  is  held  responsible  for  any 
deviation  from  the  submitted  protocol. 
Although  it  is  recognized  that  program 
directors  and  physicians  may  have 
limited  control  within  the  program,  their 
ultimate  responsibility  for  the  care  and 
treatment  of  patients  and  to  the  public 
health  cannot  be  minimized  or  avoided. 

13.  Several  comments  objected  to  the 
regulation  by  describing  it  as  extremely 
discouraging  and  representing  a  severely 
exaggerated,  piuiitlve  and  logically  in¬ 
correct  response  to  the  problem  of  drug 
diversion.  These  comments  also  stated 
that  the  regulation  will  only  serve  to 
divert  money  away  from  new  services, 
prevent  the  expansion  of  existing  pro¬ 
grams,  further  widen  the  gap  between 
government  agencies  and  the  practi¬ 
tioner,  and  perhaps  even  compound  the 
problem  of  illicit  diversion.  Some  urged 
that  Implementation  be  gradual  and  that 
every  effort  be  made  to  address  the  need 
for  Federal  funds  to  assure  adequate 
service.  One  comment  objected  to  the 
regulation’s  interference  with  the  organi¬ 
zational  structure  of  programs  to  the 
point  of  prescribing  a  mode  of  treatment. 
It  is  recognized  that  problems  of  treat¬ 
ment  are  not  uniform  in  different  regions 
of  the  country  and  that  fiexibility  is 
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needed  while  attempting  to  maintain 
basic  standards  of  control.  The  regulation 
has  been  revised  to  include  a  provision  for 
specific  exemptions  or  to  establish  re¬ 
vised  standards  for  programs  where  they 
can  be  adequately  Justified. 

14.  Several  comments  objected  to  the 
implication  that  methadone  is  itself  a 
complete  and  adequate  treatment  for 
narcotic  addiction  in  all  cases.  Any  such 
implication  which  the  proposal  may  have 
conveyed  was  unintentional,  and  an  at¬ 
tempt  has  been  made  to  remove  such 
implication. 

15.  One  comment  was  critical  of  FDA’s 
response  to  applications  or  other  sub¬ 
missions  in  that  the  agency  response  is 
too  slow  to  require  that  no  changes  be 
made  without  prior  approval.  It  was  sug¬ 
gested  that  changes  be  allowed  to  auto¬ 
matically  take  effect  10  days  after  cer¬ 
tified  receipt  of  a  submission  by  FDA 
unless  specifically  rejected  in  that  time. 
FDA  regrets  any  delay  in  previous  re¬ 
sponses  and  is  aware  of  the  need  for 
prompt  action  in  this  critical  public 
health  problem  but  without  specific  in¬ 
formation  regarding  the  reported  delays 
the  agency  must  reject  this  proposal. 
The  regulation  provides  for  a  60 -day  ap" 
proval  or  denial  period. 

16.  Another  comment  prop>osed  a  re¬ 
view  board  to  review  actions  of  the  FDA, 
BNDD,  or  the  State  authority  in  denying 
or  revoking  program  approvals.  The 
Commissioner  concludes  that  the  law  re¬ 
quires  him  to  exercise  this  authority, 
though  the  final  regulation  does  provide 
for  State  approval  and  consultation  with 
the  BNDD  prior  to  FDA  approval. 

17.  One  comment  suggested  that  the 
FDA  develop  a  list  of  interested  persons 
and  to  assure  that  such  persons  would 
be  notified  of  changes  in  toe  FDA  regu¬ 
lation.  Changes  in  regulations  are  ef¬ 
fected  by  publication  in  the  Federal 
Register  and  are  published  for  comment 
prior  to  promulgation.  Subscriptions  to 
this  publication  can  be  purchased  for  a 
nominal  fee.  In  addition,  the  FDA  will 
notify  persons  responsible  for  a  program 
(those  persons  signing  toe  latest  amend¬ 
ed  applications  for  approval  of  a  pro¬ 
gram)  of  any  changes  in  toe  regulation. 

18.  One  comment  suggested  recodify¬ 
ing  and  rearranging  the  regulation  for 
the  purpose  of  better  identification  and 
reference.  In  an  effort  to  obtain  greater 
clarity  the  regulation  has  been  placed  in 
§  130.44  and  toe  substantive  require¬ 
ments  have  been  stated  separately  as 
well  as  incorporated  in  toe  forms.  As  ex¬ 
perience  with  the  forms  and  application 
of  the  regulation  accumulates,  it  may 
become  advisable  to  amend  the  regula¬ 
tion  further  for  clarity, 

19.  Several  comments  stated  that  pro¬ 
visions  should  be  made  for  expediting 
reentry  into  a  program  of  patients  who 
have  undergone  unsuccessful  voluntary 
withdrawal  so  that  they  are  not  sub¬ 
jected  to  long  waiting  periods  and  that 
patients  should  be  informed  of  the  poten¬ 
tial  for  successful  withdrawal.  The  FDA 
encourages  such  policies  but  believes  that 
this  should  be  a  program  decision  based 
on  the  particular  circumstances  and  not 
a  legal  requirement. 
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20.  Several  comments  suggested  that 
the  protocol  comment  on  the  pregnant 
addict  and  those  patients  with  serious 
illness.  The  PDA  recognizes  that  these 
p>atients  may  present  special  problems  in 
treatment  and  should  be  carefully  eval¬ 
uated  prior  to  and  during  treatment.  Ex¬ 
perience  has  showm  that  programs  have 
effectively  dealt  with  patients  of  this  type 
and  that  guidelines  for  every  specific 
type  of  patient  would  be  difficult  to  de¬ 
velop  because  treatment  is  usually  indi¬ 
vidualized.  It  is  recommended  that  cau¬ 
tion  be  exercised  in  the  treatment  of  the 
pregnant  patient  and  that  the  lowest 
possible  dosage  level  be  maintained. 

21.  A  number  of  comments  called  at¬ 
tention  to  the  fact  that  problems  of  treat¬ 
ment  are  not  uniform  throughout  the 
country  and  suggested  that  exceptions 
be  granted  where  they  can  be  justified. 
This  concept  has  merit  and  it  is  felt  that 
some  degree  of  flexibility  is  needed  while 
attempting  to  maintain  basic  standards 
of  control.  Therefore,  a  program  may 
request  exemptions  from  specific  require¬ 
ments  of  the  regulation  or  to  establish 
revised  standards.  These  exemptions  or 
revisions  of  standards  must  first  be  ap¬ 
proved  by  the  State  authority  and  by  the 
FDA.  The  regulation  has  been  revised  to 
detail  the  procedures  for  granting  such 
exemptions. 

22.  Several  comments  were  received  re¬ 
garding  the  distribution  system  estab¬ 
lished  by  the  proposed  regulation.  Some 
individuals  were  concerned  that  the  sys¬ 
tem  is  too  limited  and  will  prevent  the 
drug  from  being  available  in  some  areas 
or  for  some  special  and/or  emergency 
situation.  It  wsis  suggested  that,  in  some 
regions  or  States,  wholesale  pharmacy 
outlets  be  authorized  to  stock  the  drug 
for  that  area  and  then  to  transship  it  to 
approved  programs,  hospital  pharmacies, 
or,  in  exceptional  cases,  selected  com¬ 
munity  pharmacies.  It  is  believed  that  in 
many  instances  this  would  provide 
greater  security  and  expedite  shipments. 
The  regulation  has  been  revised  to  in¬ 
clude  provisions  for  such  outlets  on  the 
recommendation  of  State  authorities. 

23.  After  consideration  of  available 
data  and  current  investigations,  the 
Commissioner  concludes  that  it  is  inap¬ 
propriate  to  require  manufacturers  to 
develop  additional  data  from  chronic 
animal  toxicity  studies.  This  information 
is  being  developed  through  other  sources. 
Therefore,  §  130.48(b)  (1)  (ii)  of  the  pro¬ 
posal  has  b^n  deleted. 

24.  Numerous  comments  were  received 
regarding  the  concept  of  a  “satellite” 
and  whether  or  not  a  private  practi¬ 
tioner,  a  community  pharmacy,  and/or 
hospital  pharmacy,  could  provide  this 
kind  of  service.  The  term  “satellite”  was 
regarded  as  confusing  and  clarification 
of  this  term  was  requested.  In  addition, 
differentiation  was  needed  between  a 
program,  individual  components  of  a 
program,  a  “satellite”  unit,  and  other  or¬ 
ganizational  units.  Because  of  the  con¬ 
fusion  connected  with  the  term  “satel¬ 
lite”  and  the  number  of  objections  it 
precipitated,  particularly  with  regard  to 
its  size,  the  term  has  been  deleted.  In  the 
interest  of  clarity,  paragraphs  (a)  and 
(b)  of  §  130.44  have  been  inserted  to  de¬ 


fine  the  terms  used  in  the  application 
forms. 

25.  Several  persons  commented  on  the 
approval  of  programs  by  a  State  au¬ 
thority.  Some  contended  that  the  pro¬ 
posed  regulations  are  inconsistent  with 
the  provisions  of  Public  Law  92-255  re¬ 
garding  the  responsible  State  authority. 
Others  requested  clarification  of  the  se¬ 
quence  of  approval  by  the  various  gov¬ 
ernmental  authorities  and  the  exact  role 
of  the  State  authority.  Recourse  in  the 
event  of  State  disapproval  was  requested. 
Since  the  problems  of  treatment  are  not 
uniform  in  different  regions,  flexibility 
was  recommended  to  decentralize  rule 
making  and  enforcement.  This  is  par¬ 
ticularly  a  problem  in  some  areas  where 
local  governmental  agencies  are  charged 
with  the  responsibility  of  drug  abuse  pro¬ 
graming.  Finally,  some  persons  suggested 
prior  approval  of  hospital  pharmacies  by 
the  State  authority  to  maintain  consis¬ 
tency  and  to  enable  the  State  authorities 
to  be  informed  of  methadone  distribu¬ 
tion  within  their  States.  The  FDA  agrees 
that  State  authorities  are  essential  in 
adequately  controlling  methadone,  in  as¬ 
suring  that  the  need  for  a  methadone 
program  exists  within  any  specified  geo¬ 
graphic  area,  and  in  establishing  criteria 
and  guidance  for  program  standards. 
The  regiilation  has  been  revised  to  clar¬ 
ify  the  role  of  responsible  authorities  in 
the  approval  of  programs,  their  com¬ 
ponents,  and  hospital  or  community 
pharmacies,  and  to  provide  a  process 
whereby  exemptions  may  be  granted. 

26.  A  large  percentage  of  the  comments 
referred  to  the  proposal’s  sections  con¬ 
cerning  admission  criteria,  patient  selec¬ 
tion,  and  terminations.  Ihese  comments 
were  directed  to;  (a)  Voluntary  partici¬ 
pation,  (b)  evaluation  of  addiction,  (c) 
exception  provisions,  (d)  age  require¬ 
ments,  and  (e)  termlnaticm. 

a.  Several  comments  requested  clari- 
flcation  of  the  term  “voluntary  partici¬ 
pation”  as  it  rdates  to  those  cases  where 
courts  or  prisons  may  in  effect  require 
participation  by  providing  no  other  rea¬ 
sonable  alternatives.  The  FDA  recog¬ 
nizes  that  this  situation  exists  and  has 
revised  the  regulation  to  provide  for  writ¬ 
ten  informed  consent  of  the  patient.  A 
standardized  consent  form  for  metha¬ 
done  treatment.  Form  FD  2635,  “Consent 
to  Methadone  Treatment,”  has  been 
added  to  the  regulation. 

b.  Many  of  the  comments  indicated 
that  the  requirements  for  determining 
the  state  of  addiction  were  excessive  and 
too  inflexible.  They  argued  that  determi¬ 
nation  of  addiction  should  be  based  pri¬ 
marily  on  a  careful  history,  particularly 
to  determine  a  minimal  period  of  heroin 
use.  These  comments  state  that  with¬ 
drawal  symptoms  can  be  mimicked  and 
that  waiting  periods  place  an  unrealistic 
burden  upon  the  applicant  and  the  pro¬ 
gram.  FDA  agrees  that  flexibility  is 
needed  in  this  regard  and  the  regula¬ 
tion  has  been  revised  to  indicate  that 
the  selection  of  patients  should  be  based 
on  a  careful  and  documented  history  of 
dependence  on  heroin  or  other  mor¬ 
phine-like  drugs  beginning  2  years  or 
more  prior  to  application  for  treatment 


and  evidence  of  current  physiologic  de¬ 
pendence  on  morphine-like  drugs. 

c.  Some  comments  expressed  concern 
about  the  limited  exceptions  to  the  re¬ 
quirement  for  evidence  of  current  phys¬ 
iologic  dependence  on  narcotic  drugs. 
These  comments  favored  the  initiation 
of  methadone  treatment  for  an  individ¬ 
ual  who  has  been  detoxified  and  believes 
he  is  compelled  to  start  heroin  use  again 
or  an  individual  with  a  documented  his¬ 
tory  of  heroin  use  who  has  been  drug 
free  but  believes  he  is  compelled  to  start 
heroin  again.  The  Commissioner  con¬ 
cludes  that  a  program  should  exhaust 
other  methods  of  treatment  of  these  pa¬ 
tients  in  an  effort  to  deter  such  patients 
from  reinstituting  their  drug  use,  and 
that  use  of  methadone  automatically 
under  these  circumstances  would  not  be 
in  the  best  interest  of  the  patient  or  the 
public  health. 

d.  A  large  number  of  comments  ad¬ 
dressed  themselves  to  the  use  of  meth¬ 
adone  in  the  treatment  of  adolescents. 
Some  noted  that  the  age  of  initial  ad¬ 
diction  to  narcotic  drugs  has  been  drop¬ 
ping  (at  least  in  the  large  metropolitan 
areas)  and  that  the  longer  one  waits  to 
treat  the  adolescent  addict  the  more  dif¬ 
ficult  it  would  be  to  change  his  life  style. 
These  comments  argued  that  to  place 
limitations  on  treating  patients  under  18 
would  mean  that  many  chronic,  compul¬ 
sive  heroin  users  would  have  to  exi>eri- 
ence  at  least  a  few  years  of  criminal 
activity  and  arrests  if  they  could  not 
avail  themselves  of  the  limited  non¬ 
drug  treatment  nrograms.  Others  argued 
that  the  benefits  of  methadone  treat¬ 
ment,  despite  any  possible  risks  due  to  its 
effects  on  development  or  the  risk  of  cre¬ 
ating  a  de  novo  state  of  addiction  within 
this  age  group,  far  outweigh  the  social 
and  medical  risks  of  continued  heroin 
use.  They  argued  that  special  emphasis 
and  even  priority  should  be  assigned  to 
the  adolescent  heroin  user  to  avoid  an 
even  greater  public  health  problem  in 
the  future.  'Diese  arguments  pointed  out 
that  current  non-drug  treatment  pro¬ 
grams  cannot  manage  the  large  numbers 
of  adolescent  heroin  users  and  that  de¬ 
toxification  alone  has  not  been  success¬ 
ful.  The  comments  either  stated  or  im¬ 
plied  that  there  must  be  still  a  lower-age 
limit  for  inclusion  into  methadone  treat¬ 
ment  programs  and  many  indicated  that 
the  requirements  for  acceptance  of  the 
adolescent  heroin  user  into  treatment 
differ  from  the  requirements  for  the 
adult.  A  number  of  suggestions  have  been 
made:  (i)  Lower  the  age  limit  to  16  and 
provide  special  requirements  for  approval 
of  those  imder  that  age;  (ii)  lower  the 
age  limit  to  16  and  permit  detoxifica¬ 
tion  of  those  below  this  age;  (iii)  state 
conditions  for  approved  treatment  of 
those  under  age  18  and  require  the  sub¬ 
mission  of  a  protocol  rather  than  in¬ 
clusion  of  these  patients;  (iv)  allow 
treatment  of  patients  under  age  18  with 
concurrence  of  two  physicians  and/or 
approval  by  the  State  or  local  authority; 
(V)  provide  only  supervised  detoxifica¬ 
tion  of  patients  under  age  18  along  with 
vigorous  rehabilitative  efforts  as  the 
therapeutic  modality  of  choice  in  this 
age  group;  and  (vi)  maintain  the  pres- 
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ent  requirements  but  permit  continued 
treatment  of  patients  under  18  who  are 
already  enrolled  in  the  treatment  pro¬ 
gram  as  of  a  given  date. 

After  careful  consideration  of  these 
comments,  the  Commissioner  concludes 
that  adolescent  patients  present  unique 
problems  of  clinical  evaluation  and  treat¬ 
ment  which  preclude  unrestricted  use  of 
methadone  as  a  modality  of  treatment. 
Preventing  the  creation  of  a  de  novo 
state  of  addiction,  which  is  often  difiB- 
cult  to  do  in  patients  under  age  16,  is  of 
major  concern  and  further  complicates 
treatment.  Further  study  is  required  to 
determine  whether  the  possible  risks  of 
special  toxicity  and  negative  develop¬ 
mental  effects  of  the  drug  outweigh  the 
benefits  which  may  derive  from  such  un¬ 
restricted  treatment  in  patients  under 
age  16. 

In  view  of  the  inadequate  data  con¬ 
cerning  methadone  treatment  and  tox¬ 
icity  within  the  adolescent  group  but  the 
limited  availability  of  other  modalities  of 
treatment,  the  Commissioner  concludes 
that  in  certain  cases  treatment  of  pa¬ 
tients  under  age  18  is  justifiable. 

Patients  between  16  and  18  years  of  age 
who  are  enrolled  and  under  treatment  in 
approved  programs  on  the  date  of  pub¬ 
lication  of  this  regulation  may  continue 
in  maintenance  treatment.  No  new  pa¬ 
tients  between  16  and  18  years  of  age 
may  be  admitted  to  a  maintenance  treat¬ 
ment  program  after  the  date  of  publica¬ 
tion  of  this  regulation  imless  a  parent, 
legal  guardian,  or  responsible  adult  des¬ 
ignated  by  the  State  authority  completes 
and  signs  Form  FD  2635  “Consent  to 
Methadone  Treatment”.  Methadone 
treatment  of  new  patients  between  the 
ages  of  16  and  18  years  may  be  permitted 
after  the  date  of  publication  of  this  regu¬ 
lation  only  with  a  documented  history  of 
two  or  more  successful  attempts  at  de¬ 
toxification  and  a  documented  history  of 
dependence  on  heroin  or  other  morphine¬ 
like  drugs  beginning  2  years  or  more 
prior  to  application  for  treatment.  No 
new  patient  under  age  16  may  be  con¬ 
tinued  or  started  on  methadone  treat¬ 
ment  after  the  date  of  publication  of 
this  regulation  but  these  patimts  may 
be  detoxified  and  retained  in  the  program 
in  a  drug  free  state  for  followup  and 
after  care.  Patients  under  age  18  who  are 
not  placed  in  maintenance  treatment 
may  be  detoxified.  Detoxification  may 
not  exceed  3  weeks.  A  repeat  episode  of 
detoxification  may  not  be  initiated  until 
4  weeks  after  the  completion  of  the  previ¬ 
ous  detoxification. 

e.  Several  comments  were  received 
concerning  the  clinical  records  which 
indicated  a  need  for  clarification  of  these 
provisions.  Some  persons  interpreted  the 
statements  to  mean  that  a  patient  liter¬ 
ally  must  be  terminated  (dropped)  from 
a  program  or  readmitted  rather  than 
imderstanding  that  this  is  solely  a  rec¬ 
ordkeeping  requirement.  The  paragraph 
has  been  revised  to  indicate  that  for 
recordkeeping  purposes,  if  a  patient 
misses  appointments  for  2  weeks  without 
notifying  the  program,  the  episode  of 
care  is  considered  terminated  and  so 
noted  in  the  clinical  record.  This  does 
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not  mean  that  the  patient  cannot  return 
for  treatment.  If  the  patient  does  retinn 
for  treatment  and  is  accepted  into  the 
program,  this  would  be  considered  a  re¬ 
admission  and  so  noted  in  the  clinical 
record.  This  method  of  recordkeeping  in¬ 
sures  the  easy  detection  of  sporadic  at¬ 
tendance  and  decreases  the  possibility  of 
administering  inappropriate  doses  of 
methadone  (e.g.,  the  patient  who  has  re¬ 
ceived  no  medication  for  several  days  or 
more  and  upon  return  receives  the  usual 
stabilization  dose) . 

27.  There  were  several  adverse  com¬ 
ments  regarding  the  requirement  to  par¬ 
ticipate  in  local,  regional,  or  national 
identification  systems.  These  comments 
express  particular  concern  about  the 
confidentiality  of  patient  records  and  the 
identification  of  patients  to  extra-pro¬ 
gram  authorities  for  purposes  other  than 
those  related  to  patient  care  or  the  mon¬ 
itoring  of  programs  for  maintenance  of 
program  standards.  The  FDA  is  cogni¬ 
zant  of  the  provisions  of  these  statutes 
which  provide  for  the  confidentiality  of 
records  which  are  maintained  in  connec¬ 
tion  with  the  treatment  of  patients  and 
has  revised  the  statement  to  indicate 
that  any  identification  system  shall  be 
in  accord  with  them.  Information  that 
would  identify  a  patient  in  such  a  sys¬ 
tem  shall  be  kept  confidential  in  com¬ 
pliance  with  21  CFR  Part  401,  section 
408  of  Public  Law  92-255,  and  section 
3  of  Public  Law  91-513. 

28.  Several  comments  were  made  about 
the  recommended  dosage  schedule  for 
treatment  and  the  guidelines  for  detoxi¬ 
fication  which  indicate  a  need  for  clari¬ 
fication.  These  comments  were  critical 
of  the  rigidity  or  inappropriateness  of 
the  recommended  dosage.  The  FDA  is  of 
the  opinion  that  clinical  judgment  must 
ultimately  determine  the  actual  dosage 
regimen  used  for  each  patient.  Con¬ 
sequently.  with  the  exception  of  the 
maximum  dosage  level  and  maximum 
take-home  dosage  for  maintenance 
treatment,  the  paragraphs  dealing  with 
the  dosage  are  designated  as  recom¬ 
mended  guidelines. 

29.  Some  of  the  comments  expressed 
concern  over  the  severity  of  the  detoxi¬ 
fication  schedule.  Particular  reference 
was  made  to  daily  reductions  in  dosage 
and  the  restrictions  placed  on  length  of 
detoxification.  In  view  of  recent  data 
and  the  above  comments,  revisions  have 
been  made  in  the  suggested  dally  reduc¬ 
tions  in  dosage,  but  the  Commissioner 
rejects  the  concept  of  prolonged  detoxi¬ 
fication.  If  methadone  is  administered 
for  more  than  3  weeks,  the  procedure  is 
considered  to  have  progressed  from  de¬ 
toxification  or  treatment  of  acute  with¬ 
drawal  symptoms  to  that  of  maintenance 
treatment  even  if  the  goal  is  eventual 
total  withdrawal. 

30.  The  greatest  number  of  comments, 
including  several  thousand  petition 
signatures  from  persons  connected  with 
treatment  programs,  objected  to  the 
more  severe  requirements  concerning  the 
frequency  of  visits  and  take-home  privi¬ 
leges.  It  was  contended  that  the  require¬ 
ments  are,  for  many  patients,  contra- 
therapeutic  and  ignore  the  social  progress 
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of  patients  who  have  been  in  treatment 
for  periods  of  years.  It  was  urged  by 
many  that  allowance  be  made  for  the 
exercise  of  medical  judgment,  since  strict 
adherence  to  such  requirements  could 
produce  a  large  dropout  rate  followed  by 
relapse  and  might  handicap  rehabilita¬ 
tion  efforts.  It  was  argued  that  the  pres¬ 
ent  schedule  would  bind  the  patient  to 
his  treatment  center,  interfere  with  jobs 
of  addicts  or  cause  loss  of  employment, 
and  place  burdens  on  mentally  and 
physically  ill  patients.  Many  persons, 
particularly  from  the  larger  metropolitan 
areas,  complained  that  this  schedule 
would  increase  the  program  costs,  make 
adequate  staffing  almost  impossible, 
over-burden  the  physical  facilities  of  a 
program  and  prevent  the  expansion  of 
services.  Some  individuals  recommended 
a  schedule  of  decreasing  frequency  of 
visits  as  a  patient  continues  in  the  pro¬ 
gram  and  demonstrates  evidence  of  suc¬ 
cessful  rehabilitation  (e.g.,  employment) . 
A  number  of  persons  suggested  an  initial 
schedule  of  five  times  per  week  visits 
and  several  urged  no  more  than  once 
weekly  visits  after  successful  stabiliza¬ 
tion. 

Since  January  1,  1972,  the  FDA  in  co¬ 
operation  with  the  National  Institute  of 
Mental  Health  (NIMH),  has  undertaken 
an  intensified  inspection  of  all  metha¬ 
done  treatment  programs  currently  in 
operation.  This  inspection  program  has 
resulted  in  several  corrective  actions  by 
the  PDA  to  eliminate  major  program  de¬ 
ficiencies.  In  addition,  the  agency  has 
become  aware  of  increased  diversicm  and 
misuse  of  methadone  which  mandates 
strict  control  over  the  distribution  and 
use  of  the  drug  in  a  manner  similar  tx> 
that  proposed.  For  this  reason,  the  Com¬ 
missioner  has  rejected  the  comments 
which  propose  more  liberal  distribution 
and  control. 

Because  of  the  information  obtained 
through  these  inspections  and  consulta¬ 
tion  with  the  BNDD,  the  take-home 
privilege  provisions  have  been  revised  to 
provide  the  following:  The  patient  ini¬ 
tially  will  ingest  the  drug  under  observa¬ 
tion  daily,  or  at  least  6  days  a  week,  for 
the  first  3  months.  After  demonstrating 
satisfactory  adherence  to  the  program 
regulations  for  at  least  3  months,  and 
showing  substantial  progress  in  rehabili¬ 
tation  by  participating  actively  in  the 
program  activities  and/or  by  participa¬ 
tion  in  educational,  vocational,  and 
homemaking  activities,  those  patients 
whose  employment,  education  or  home¬ 
making  responsibilities  would  be  hin¬ 
dered  by  daily  attendance  may  be  per¬ 
mitted  to  reduce  to  three  times  weekly 
the  times  when  they  must  ingest  the  drug 
imder  observaticm.  They  shall  receive  no 
more  than  a  2 -day  take-home  supply. 
With  continuing  adherence  to  the  pro¬ 
gram  requirements  and  progressive  re¬ 
habilitation  for  at  least  2  years  after  en¬ 
trance  into  the  program,  such  patients 
may  be  permitted  twice  weekly  visits  to 
the  program  for  drug  ingestion  imder  ob¬ 
servation  with  a  3-day  take-h(xne  sup¬ 
ply.  Prior  to  reducing  the  frequency  of 
visits,  documentation  of  the  patient’s 
progress  and  the  need  for  reducing  the 
frequency  of  visits  shall  be  recorded. 


FiDERAL  REGISTER,  VOL.  37,  NO.  342 — FRIDAY,  DECEMBER  15,  1972 


26794 


RULES  AND  REGULATIONS 


31.  There  were  a  substantial  number 
of  adverse  comments  received  on  the  sec¬ 
tion  of  the  regulation  dealing  with  urine 
testing.  The  major  objections  were  on 
economic  and  clinical  grounds.  It  was 
contended  that  weekly  urine  testing  is 
too  expensive  for  patients  and/or  pro¬ 
grams  and  that  the  money  could  be  spent 
more  effectively  in  treatment  and  reha¬ 
bilitation.  The  proposed  schedule  and 
procedure  for  xu’ine  testing  was  suggested 
as  too  stringent  and  as  interfering  with 
the  patient-doctor  relationship  as  well 
as  interfering  with  clinical  judgment. 
Some  comments  contended  that  this  re- 
quirMnent  is  a  violation  of  patient’s 
rights  and  creates  a  police-like  atmos¬ 
phere.  Several  persons  recommended  a 
decreasing  frequency  of  urine  testing 
with  an  ultimate  schedule  of  random 
urine  sampling  a  few  times  yearly.  A  few 
persons  suggested  testing  for  other  drugs 
such  as  barbiturates,  amphetamines,  co¬ 
caine,  and,  once  treatment  was  initiated, 
for  methadone. 

For  the  reasons  stated  in  paragraph 
30  above  and  in  the  interest  of  providing 
accurate  urine  test  results,  the  Commis¬ 
sioner  rejects  the  comments  suggesting 
more  lenient  scheduling  and  has  also 
made  several  revisions  in  the  require¬ 
ments.  Testing  randomly  for  barbitu¬ 
rates  and  amphetamines  and  other  drugs 
if  indicated  at  monthly  intervals  is  an 
added  requirement  based  on  evidence  of 
increased  abuse  of  these  substances.  In 
addition,  provision  is  made  for  the  use  of 
only  those  laboratories  which  i>artici- 
pate  in  and  are  approved  by  any  profi¬ 
ciency  testing  program  designated  by  the 
FDA.  Any  changes  made  in  laboratories 
used  for  urine  testing  shall  have  prior 
approval  of  the  FDA. 

32.  Several  persons  commented  on  use 
of  particular  dosage  forms  in  order  to 
prevent  diversion  and  abuse  and  a  re¬ 
quirement  for  poison  prevention  pack¬ 
aging.  The  regulation  provides  that  dos¬ 
age  forms  used  in  programs  shall  be 
formulated  in  such  a  way  as  to  reduce 
its  potential  for  parenteral  abuse  and 
accidental  ingestion.  Although  tablet, 
syrup  concentrate,  or  other  formulations 
may  be  distributed,  only  a  liquid  form¬ 
ulation  may  be  administered  or  dis¬ 
pensed.  Regarding  poison  prevention 
packaging,  the  FDA  has  promulgated 
regulations  under  the  Poison  Prevention 
Packaging  Act  of  1970  which  require  that 
controlled  substances  be  packaged  for 
household  use  in  “special  packaging” 
which  is  designed  to  prevent  poisoning  in 
children.  All  methadone  dispensed  for 
outpatient  use  shall  be  in  such  containers 
as  specified  in  21  CFR  295.2(a)  (4)  of  the 
regulations,  published  in  the  Federal 
Register  of  April  27,  1972  (37  F.R.  8433) . 

33.  Some  comments  contended  that 
the  closed  distribution  system  estab¬ 
lished  in  the  proposal  is  outside  the  legal 
authority  of  the  Food  and  Drug  Admin¬ 
istration.  and  that  the  Commissioner 
must  retain  the  drug  under  exclusively 
investigational  controls,  approve  it  for 
imrestricted  and  imcontrolled  distribu¬ 
tion  and  dispensing,  or  withdraw  it  com¬ 
pletely  from  use.  The  Commissioner  re¬ 
jects  this  contention.  Congress  intended 
to  provide  in  the  Federal  Food,  Drug,  and 


Cosmetic  Act  suflBcient  flexibility  to  as¬ 
sure  the  safe  and  effective  distribution 
and  use  of  all  drugs.  Most  of  the  com¬ 
ments  recognized  the  legal  validity  and 
factual  justification  for  utilizing  a  con¬ 
trolled  system  of  distribution  in  the 
imique  circumstances  posed  by  metha¬ 
done.  Nothing  in  the  law  precludes  con¬ 
current  use  of  both  IND  and  NDA  con¬ 
trols,  and  comments  so  stated.  Counsel 
for  the  Food  and  Drug  Administration 
has  reviewed  the  final  regulations  and 
has  provided  his  opinion  that  they  are 
authorized  by  the  Act. 

34.  Questions  were  raised  about  the 
procedure  for  denial  or  revocation  of 
approval  of  a  program  or  any  portion 
thereof.  Because  the  new  regulation  pro¬ 
vides  for  approval  of  methadone  as  a 
new  drug  and  removes  it  from  what  was 
previously  exclusively  an  investigational 
status,  new  procedures  for  denial  or  rev¬ 
ocation  of  approval  are  appropriate.  The 
final  regulations  therefore  provide  that 
denial  or  revocation  of  a  program  or  any 
portion  thereof  will  initially  be  the  sub¬ 
ject  of  an  informal  conference  with  the 
Director  of  the  Bureau  of  Drugs.  The 
applicant  then  has  an  opportunity  to 
appeal  an  adverse  decision  to  the  Com¬ 
missioner  who,  if  he  finds  that  the  ap 
plicant  cannot  justify  approval,  will  is¬ 
sue  a  notice  of  opportunity  for  a  hearing 
with  respect  to  the  matter  in  the  same 
manner  as  for  withdrawal  of  an  NDA  or 
portion  thereof. 

35.  For  the  reasons  stated  in  the 
Federal  Register  of  April  6,  1972  (37 
F.R.  6940),  and  in  this  order,  the  Com¬ 
missioner  concludes  that  there  is  a  lack 
of  substantial  evidence  that  methadone 
is  safe  and  effective  for  detoxification, 
analgesia,  or  antitussive  use  under  the 
conditions  of  use  that  presently  exist. 
Therefore,  notice  is  given  to  the  holders 
of  the  new  drug  applications  for  metha¬ 
done  that  the  Commissioner  proposes  to 
issue  an  order  under  section  505(e)  of 
the  Federal  Food,  Drug,  and  Cosmetic 
Act  (21  U.S.C.  355(e) )  withdrawing  ap¬ 
proval  of  the  following  new  drug  appli¬ 
cations  and  all  amendments  and  supple¬ 
ments  thereto: 

1.  Methadone  (Dolophine)  HCl  Tab¬ 
lets,  Injectable,  Suppository;  by  Eli  Lilly 
&  Co.,  Box  618,  Indianapolis,  IN  46206. 
(NDA  6134). 

2.  Methadone  HCl  Tablet,  Injectable; 
by  Hoffmann-LaRoche  Inc.,  Nutley,  N.J. 
07110.  (NDA  6305). 

3.  Methadone  HCl  Injectable,  Tablets, 
Elixir;  by  Parke,  Davis  &  Co.,  Joseph 
Campau  Avenue,  At  the  River,  Detroit, 
MI  48232.  (NDA  6310). 

4.  Methadone  HCl  Tablets,  Injectable; 
by  the  Upjohn  Oo.,  7171  Portage  Rd., 
Kalamazoo,  MI  49002.  (NDA  6311). 

5.  Methadone  HCl  Ampuls;  by  S.  E. 
Massengill  Co.,  527  Fifth  Street,  Bristol, 
TN  37620.  (NDA  6345). 

6.  Methadone  HCl  Tablets,  Injectable; 
by  Wm.  S.  Merrell  Co.,  Div.  Richardson- 
Merrell  Inc.,  110  E.  Amity  Road.  Cincin¬ 
nati.  OH  45215.  (NDA  6370) . 

7.  Methadone  HCl  Tablets;  by  Mal- 
linckrodt  Chemical  Works,  3600  North 
Second  Street,  Box  5439,  St.  Louis,  MO 
63160.  (NDA  6383). 


8.  Methadone  (Amidone)  HCl  Tablets, 
Elixir,  Injectable;  by  S.  F.  Durst  &  Co., 
Inc.,  5317  North  Third  Street.  Phila¬ 
delphia.  PA  19120.  (NDA  6504). 

A  notice  of  oportunity  for  hearing, 
published  elsewhere  in  this  issue  of  the 
Federal  Register,  states : 

In  acordance  with  the  provisions  of  sec¬ 
tion  605  of  the  Act  (21  U.S.C.  355),  and  the 
regulations  promulgated  thereunder  (21  CFR 
Part  130) ,  the  Commissioner  hereby  gives 
the  applicants  an  opportunity  for  a  hearing 
to  show  why  approval  of  the  new  drug  appli¬ 
cations  should  not  be  withdrawn. 

Within  30  days  after  publication  hereof 
in  the  Federal  Register  the  applicants  are 
required  to  file  with  the  Hearing  Clerk,  De¬ 
partment  of  Health,  Education,  and  Welfare, 
Room  0-88,  5600  Fishers  Lane,  Rockville, 
MD  20852,  a  written  appearance  electing 
whether  or  not  to  avail  themselves  of  the 
opportunity  for  a  hearing.  Failure  of  an 
applicant  to  file  a  written  appearance  of 
election  within  said  30  days  will  constitute 
an  election  by  him  not  to  avail  himself  of 
the  opportunty  for  a  hearing. 

If  no  applicant  elects  to  avail  himself  of 
the  opportunity  for  a  hearing,  the  Commis¬ 
sioner  without  further  notice  will  enter  a 
final  order  withdrawing  approval  of  the 
applications. 

If  an  applicant  elects  to  avail  himself  of 
the  opportunity  for  a  hearing,  he  must  file, 
within  30  days  after  publication  of  this  no¬ 
tice  In  the  Federal  Register,  a  written  ap¬ 
pearance  requesting  the  hearing,  giving  the 
reasons  why  approval  of  the  new  drug  appli¬ 
cations  should  not  be  withdrawn,  together 
with  a  well-organized  and  full  factual  analy¬ 
sis  of  the  data  he  Is  prepared  to  prove  In  sup¬ 
port  of  his  opposition.  A  request  for  a  hear¬ 
ing  may  not  rest  upon  mere  allegations  or 
denials,  but  must  set  forth  specific  facts 
showing  that  a  genuine  and  substantial  issue 
of  fact  requires  a  hearing  (21  CFR  130.14(b) ) . 

If  review  of  the  data  sutanitted  by  an  ap¬ 
plicant  warrants  the  conclusion  that  there 
exists  substantial  evidence  demonstrating  the 
safety  and  effectiveness  of  the  product  under 
existing  conditions  of  use,  the  Commissioner 
will  rescind  this  notice  of  opportunity  for 
bearing. 

If  review  of  the  data  In  the  applications 
and  data  submitted  by  the  applicants  In  a 
request  for  a  hearing,  together  with  the  rea¬ 
soning  and  factual  analysis  In  a  request  for 
a  hearing,  warrants  the  conclusion  that  no 
genuine  and  substantial  issue  of  fact  pre¬ 
cludes  the  withdrawal  of  approval  of  the  ap¬ 
plications,  the  C(xnmissioner  will  enter  an 
order  of  withdrawal  making  findings  and 
conclusions  on  such  data. 

If,  upon  the  request  of  the  new  drug  appli¬ 
cants,  a  bearing  Is  justified,  the  Issues  will  be 
defined,  a  hearing  examiner  will  be  named, 
and  be  shall  Issue,  as  soon  as  practicable 
after  the  expiration  of  such  30  days,  a  written 
notice  of  the  time  and  place  at  which  the 
hearing  will  commence.  The  bearing  contem¬ 
plated  by  this  notice  will  be  open  to  the  pub¬ 
lic  except  that  any  portion  of  the  hearing 
that  concerns  a  method  or  process  the  Com¬ 
missioner  finds  entitled  to  protection  as  a 
trade  secret  will  not  be  open  to  the  public, 
unless  the  respondent  specifies  otherwise  in 
his  appearance. 

Requests  for  a  bearing  and/or  elections  not 
to  request  a  hearing  may  be  seen  In  the  Office 
of  the  Hearing  Clerk  (address  given  above) 
during  regular  business  hours,  Monday 
through  Friday. 

New  drug  application  holders  may  submit, 
within  30  days  after  the  date  of  publication 
of  this  notice  in  the  Federal  Register,  a 
supplemental  new  drug  application  request¬ 
ing  approval  for  the  manufacture  and  dis¬ 
tribution  of  methadone  pursuant  to  f  t  130.44 
and  130.48(b) .  Upon  submission  and  iq>proval 
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of  any  such  supplement  the  Commissioner 
will  rescind  this  notice  of  opportunity  for 
hearing  for  that  applicant. 

The  Commissioner  concludes  that 
$  130.44  should  be  revised  (see  paragraph 
18  of  the  preamble)  and  that  §  130.48 
should  be  amended  to  add  a  new  para¬ 
graph  (b)  listing  methadone  as  a  drug 
subject  to  new-drug  application  approval 
and  special  studies,  records  and  reports 
requirements.  Therefore,  pursuant  to  the 
provisions  of  sections  505  and  701(a),  of 
the  Federal  Pood,  Drug,  and  Cosmetic  Act 
as  amended  (21  U.S.C.  355,  371(a) ),  sec¬ 
tion  303(a)  of  the  Public  Health  Service 
Act  as  amended  (42  U.S.C.  242a(a) ),  and 
section  4  of  the  Comprehensive  Drug 
Abuse  Prevention  and  Control  Act  of 
1970  (42  U.S.C.  257(a)),  and  under  au¬ 
thority  delegated  to  the  Commissioner 
(21  CFR  2.120) .  Subchapter  C  of  TiUe  21, 
Code  of  Federal  Regulations :  is  amended 
as  follows: 

1.  Section  130.44  is  revised  to  read  as 
follows: 

§  130.44  Conditions  for  use  of  metha¬ 
done. 

(a)  Definitions.  (1)  An  individual  is 
“drug  dependent”  when  his  addiction 
reaches  a  stage  where  a  daily  adminis¬ 
tration  of  heroin  or  other  morphine-like 
drugs  is  required  to  avoid  the  onset  of 
signs  of  withdrawal. 

(2)  “Detoxification  treatment”  using 
methadone  is  the  administering  or  dis¬ 
pensing  of  methadone  as  a  substitute 
narcotic  drug  in  decreasing  doses  to 
reach  a  drug  free  state  in  a  period  not 
to  exceed  21  days  in  order  to  withdraw 
an  individual  who  is  dependent  on  heroin 
or  other  morphine-like  drugs  from  the 
use  of  these  drugs. 

(3)  “Maintenance  treatment”  using 
methadone  is  the  continued  administer¬ 
ing  or  dispensing  of  methadone,  in  con¬ 
junction  with  provision  of  appropriate 
social  and  medical  services,  at  relatively 
stable  dosage  levels  for  a  period  in  excess 
of  21  days  as  an  oral  substitute  for  heroin 
or  other  morphine-like  drugs,  for  an  in¬ 
dividual  dependent  on  heroin.  An  even¬ 
tual  drug  free  state  is  the  treatment  goal 
for  patients  but  it  is  recognized  that  for 
some  patients  the  drug  may  be  needed 
for  long  periods  of  time. 

(4)  “State  authority”  means  the  State 
authority  designated  pursuant  to  section 
409  of  Public  Law  92-255,  the  Drug  Abuse 
Office  and  Treatment  Act  of  1972,  or  in 
lieu  thereof  any  other  State  authority 
designated  by  the  Ck)vemor  for  purposes 
of  exercising  the  authority  under  this 
section.  If  no  State  authority  is  so  desig¬ 
nated,  the  provisions  in  this  section  re¬ 
lating  to  approval  by  the  State  authority 
shall  be  inapplicable  with  respect  to  that 
State. 

(b)  Organizational  structures  and  ap¬ 
proval  requirements . — ( 1 )  Methadone 
treatment  program. — (i)  Defined.  A 
methadone  treatment  program  is  defined 
as  a  person  or  organization  furnishing 
a  comprehensive  range  of  services  using 
methadone  for  the  detoxification  and/or 
maintenance  treatment  of  narcotic  ad¬ 
dicts,  conducting  initial  evaluation  of  pa¬ 
tients  and  providing  ongoing  treatment 
at  a  specified  location  or  locations.  If 
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there  is  a  centralized  organizational 
structure,  consisting  of  a  primary  facility 
and  other  outpatient  facilities,  all  of 
which  conduct  initial  evaluation  of  pa¬ 
tients  and  administer  or  dispense  medi¬ 
cation,  both  the  primary  facility  and 
each  outpatient  facility  shall  be  con¬ 
sidered  a  separate  program,  even  though 
some  services  may  be  shared  (e.g.  the 
same  hospital  or  rehabilitative  services) . 

(il)  Services.  A  methadone  treatment 
program,  in  addition  to  providing  medi¬ 
cation  and/or  evaluation,  shall  provide, 
as  a  minimum,  counseling,  rehabilitative, 
and  other  social  services  (e.g.  vocational 
and  educational  guidance,  employment 
placement),  which  will  help  the  patient 
become  a  well  functioning  member  of 
society.  These  services  should  normally 
be  made  available  at  the  primary  out¬ 
patient  facility,  but  the  program  sponsor 
is  permitted  to  enter  into  a  formal,  docu¬ 
mented  agreement  with  private  or  public 
agencies,  organizations  or  institutions 
for  these  services  if  they  are  available 
elsewhere.  Evidence  will  be  required  to 
demonstrate  that  the  services  are  fully 
available  and  are  being  utilized. 

(ill)  Hospital  affiliation.  If  a  program 
is  not  physically  located  within  a  hos¬ 
pital  which  has  agreed  to  provide  any 
needed  medical  care  for  drug  related 
problems  for  the  program’s  patients, 
there  shall  be  a  formal,  documented 
agreement  between  the  program  sponsor 
and  a  responsible  hospital  official  dem¬ 
onstrating  that  hospital  care,  both  in¬ 
patient  and  outpatient,  is  fully  available 
to  any  patient  who  may  need  it  for  such 
problems.  It  is  suggested  that  the  pro¬ 
gram  sponsor  enter  into  an  agreement 
with  the  hospital  official  to  provide  gen¬ 
eral  medical  care  for  patients.  Neither 
the  program  sponsor  nor  the  hospital  are 
required  to  assume  financial  responsi¬ 
bility  for  the  patient’s  medical  care. 

(iv)  Private  practitioners.  A  private 
practitioner  constitutes  a  separate  pro¬ 
gram  if  he  conducts  initial  evaluation  of 
patients,  administers  and  dispenses  med¬ 
ication,  provides  a  comprehensive  range 
of  services,  and  otherwise  meets  all  of  the 
requirements  for  a  program  established 
in  this  section.  A  private  practitioner 
who  qualifies  and  is  approved  as  a  pro¬ 
gram  is  permitted  to  serve  as  many  pa¬ 
tients  as  he  desires,  but  will  be  required 
to  meet  all  the  requirements  of  this  reg¬ 
ulation,  including  staffing  requirements, 
unless  permission  is  granted  by  the  Food 
and  Drug  Administration  and  the  State 
authority  for  exemption  from  or  revision 
of  these  requirements. 

(v)  Program  approval.  In  order  law¬ 
fully  to  operate  a  methadone  treatment 
program,  each  separate  program, 
whether  an  out-patient  facility  or  a  pri¬ 
vate  practitioner,  shall  submit  the  ap¬ 
plications  specified  in  this  section  simul¬ 
taneously  to  the  Food  and  Drug  Admin¬ 
istration  and  the  State  authority  and 
shall  receive  the  approval  of  both,  except 
as  provided  for  in  paragraph  (h)(5)  of 
this  section.  Before  granting  approval  the 
Food  and  Drug  Administration  will 
first  consult  with  the  Bureau  of  Nar¬ 
cotics  and  Dangerous  Drugs  to  deter¬ 
mine  compliance  with  Federal  controlled 
substances  laws.  Each  physical  location 
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within  any  program  shall  be  identified 
and  listed  in  the  approval  application. 
At  the  time  of  application  for  approval 
the  program  sponsor  shall  indicate 
whether  medication  will  be  administered 
or  dispensed  at  the  facility.  If  medication 
is  to  be  administered  or  dispensed  at  a 
location  not  previously  used  for  this  pur¬ 
pose.  prior  approval  from  both  agencies 
shall  be  obtained.  If  a  facility  in  which 
medication  is  administered  or  dispensed 
is  deleted  by  a  program  the  Food  and 
Drug  Administration  and  the  State  au¬ 
thority  shall  be  notified  within  3  weeks. 
Addition  or  deletion  of  facilities  which 
provide  services  other  than  administer¬ 
ing  or  dispensing  medication  is  permitted 
with  notification  within  3  weeks  to  the 
Food  and  Drug  Administration  and  the 
State  authority. 

(2)  Methadone  treatment  medication 
unit. — (i)  Defined.  A  methadone  treat¬ 
ment  “medication  imit”  is  a  facility,  es¬ 
tablished  by  a  program  sponsor  as  part 
of  his  program,  from  which  licensed  pri¬ 
vate  practitioners  and  community  phar¬ 
macists  are  permitted  to  administer  and 
dispense  methadone.  These  medication 
units  may  also  collect  urine  for  urine 
testing  for  narcotic  drugs.  Any  such 
facility  shall  be  geographically  dispersed 
from  the  primary  facility  and  other  med¬ 
ication  units  that  have  been  established. 
The  enrollment  in  a  medication  unit  shall 
be  of  reasonable  size  in  relation  to  the 
space  available  for  treatment  and  the 
size  of  the  staff  at  the  facility,  and  may 
not  exceed  30  patients. 

(ii)  Referral.  The  patient  shall  be  sta¬ 
bilized  at  his  optimal  dosage  level  before 
he  may  be  referred  to  a  medication  unit. 
Since  the  medication  unit  will  not  pro¬ 
vide  a  range  of  services,  the  program 
sponsor  shall  determine  that  the  patient 
to  be  referred  is  not  in  need  of  frequent 
counseling,  rehabilitative,  and  other 
services  which  are  only  available  at  the 
primary  program  facility.  A  patient  may 
not  be  referred  to  a  meffication  unit  be¬ 
fore  he  has  demonstrated  progress  to¬ 
wards  rehabilitation.  The  nature  of  this 
progress  shall  be  entered  in  the  patient’s 
record. 

(iii)  Responsibility  for  patient.  After 
a  patient  is  referred  to  a  medication  unit, 
the  program  sponsor  retains  continuing 
responsibility  for  the  patient’s  care.  The 
program  sponsor  is  responsible  for  as¬ 
suring  that  the  patient  reports  weekly  for 
urinalysis  at  either  the  primary  facility 
or  the  medication  unit  and  receives 
needed  medical  and  social  services  at 
least  monthly  at  the  primary  facility. 

(iv)  Services.  Medication  units  are 
limited  to  the  administering  or  dispens¬ 
ing  of  medication  and  the  collection  of 
urine  for  urine  testing,  following  the  pro- 
cediu’es  outlined  in  paragraph  (d)  (6)  (ii) 
of  Uiis  sectiwi.  If  a  private  practitioner 
wishes  to  provide  other  services  in  addi¬ 
tion  to  administering  or  dispensing 
medication  and  collecting  urine  samples, 
he  shall  be  considered  a  program  and 
shall  be  required  to  submit  an  applica¬ 
tion  for  separate  approval. 

(v)  Medication  unit  approval.  In  or¬ 
der  lawfully  to  operate  a  medication  unit, 
the  program  shall  obtain  approval  for 
each  separate  unit  from  both  the  Food 
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and  Drug  Administraticm  and  the  State 
authority,  except  as  provided  for  in  para¬ 
graph  (h)(5)  of  this  secticm.  Approval 
will  be  based  on  the  distribution  of  these 
units  within  a  particular  geographic 
area.  Any  new  medicaticxi  unit  shall  re¬ 
ceive  such  approval  before  commencing 
operation. 

(Vi)  Revocation  of  approval.  If  the 
primary  program’s  approval  is  revoked 
by  the  Pood  and  Drug  Administration 
the  s^proval  for  the  medication  imit  is 
autcMnatically  revoked.  If  a  particular 
medication  unit’s  approval  is  revoked,  the 
aiH>roval  of  the  primary  program  will 
remain  in  effect  imless  it  is  also  revoked. 

(vii)  Methadone  supply.  The  medica¬ 
tion  imit  will  receive  its  supply  of  the 
drug  directly  from  the  stocks  of  the 
primary  facility.  Only  perscHis  permitted 
to  administer  or  dispense  the  drug  or 
security  personnel  licensed  or  otherwise 
authorized  by  State  law  may  deliver  the 
drug  to  a  medication  imit. 

(3)  Organizational  structure;  central 
administration,  (i)  The  program  sponsor 
shall  submit  to  the  Pood  and  Drug  Ad¬ 
ministration  and  the  State  authority  a 
description  of  the  organizational  struc¬ 
ture  of  the  program  applying  for  ap¬ 
proval,  listing  the  name  of  the  person 
responsible  for  the  particular  program, 
the  address,  and  the  responsibilities  of 
each  facility  or  medication  unit.  The 
sources  of  funding  for  each  program  shall 
be  listed  and  the  name  and  address  of 
each  governmental  agency  providing 
funding  shall  be  stated. 

(ii)  Where  two  or  more  programs 
share  a  central  administration  (e.g.,  a 
city  or  state-wide  organization) ,  the  per¬ 
son  responsible  for  the  organization  (Ad¬ 
ministrator)  shall  be  listed  as  program 
sponsor  for  each  separate  program  par¬ 
ticipating.  An  individual  program  shall 
indicate  its  participatiem  in  the  central 
organization  at  the  time  of  its  applica¬ 
tion.  The  Administrator  is  permitted  to 
fulfill  all  recordkeeping  and  reporting  re¬ 
quirements  for  these  programs,  but  it  is 
emphasized  that  the  programs  will  con¬ 
tinue  to  receive  separate  approval. 

(iii)  One  individual  is  permitted  to  as- 
siune  primary  medical  respcxisibility  for 
more  than  one  program  and  be  list^  as 
medical  director.  If  an  individual  assumes 
medical  responsibility  for  more  than  cxie 
program,  the  feasibility  of  such  an  ar¬ 
rangement  shall  be  dociunented  and 
attached  to  the  application. 

(4)  Prohibition  against  unapproved 
use  of  methadone.  No  individual,  practi¬ 
tioner,  organization,  or  legal  entity,  may 
prescribe,  administer,  or  dispense  metha¬ 
done  without  prior  approval  by  the  Pood 
and  Drug  Administration  and  the  State 
authority,  except  as  provided  for  in  para¬ 
graph  (h)  (5)  of  this  section,  unless 
specifically  exempted  by  this  section. 

(c)  Conditions  for  approval  of  the  use 
of  methadone  in  a  treatment  program. — 

(1)  Applicants.  An  individual  listed  as 
program  sponsor  for  a  treatment  pro¬ 
gram  using  methadone  need  not  person¬ 
ally  be  a  licensed  practitioner  but  shall 
employ  a  licensed  physician  for  the  posi- 
tiem  of  medical  director.  Persons  respon¬ 
sible  for  administering  or  dispensing 
the  medication  shall  be  practitioners  as 


defined  by  section  102(20)  of  the  Con¬ 
trolled  Substances  Act  (21  U.S.C.  802 
(20) )  licensed  to  practice  by  the  State  in 
which  the  program  is  to  be  established. 

(2)  Assent  to  regulation.  A  person 
who  sponsors  a  methadone  treatment 
program,  and  any  person  responsible  for 
a  particular  program,  shall  agree  to  ad¬ 
here  to  all  the  rules,  directives,  and  pro¬ 
cedures,  set  forth  in  this  regulation,  and 
any  regulation  regarding  the  use  of 
methadone  which  may  be  pr(xnulgated 
in  the  future.  The  program  sponsor,  and 
person  responsible  for  a  particular  pro¬ 
gram,  shall  agree  to  assume  responsibil¬ 
ity  for  any  practitioners,  employees, 
agents,  or  other  individuals  providing 
services,  who  work  in  their  programs  at 
the  primary  facility  or  at  other  facilities 
or  medication  imits.  The  responsible  per¬ 
sons  shall  agree  to  inform  these  people 
of  the  provisions  of  this  regulation  and 
to  monitor  their  activities  to  assure  com¬ 
pliance  with  the  provisions.  The  Pood 
and  Drug  Administration  and  the  State 
authority  shall  be  notified  within  3 
weeks  of  any  replacement  of  the  program 
sponsor  or  m^ical  director.  Activities 
in  violation  of  this  regulation  may  give 
rise  to  the  sanctions  set  forth  in  para¬ 
graph  (i)  of  this  section. 

(3)  Facilities.  To  obtain  program  ap¬ 
proval,  the  applicant  shall  demonstrate 
that  he  will  have  access  to  adequate  phys¬ 
ical  facilities  to  provide  all  necessary 
services.  'The  physical  facilities  should  be 
sufficiently  spacious  and  well  maintained 
to  provide  appropriate  conditions  for 
conducting  individual  and/or  group 
counseling. 

(4)  Submission  of  proper  applications. 
The  following  applications  shall  be  filed 
simultaneously  with  both  the  Food  and 
Drug  Administration  and  the  State 
authority. 

(i)  Form  PD  2632  “Application  for 
Approval  of  Use  of  Methadone  in  a 
'Treatment  Program.’’  This  form,  set 
forth  in  paragraph  (k)(l)  of  this  sec¬ 
tion,  shall  be  completed  and  signed  by 
the  program  sponsor  and  submitted  in 
triplicate  to  the  Pood  and  Drug  Admin¬ 
istration  and  the  State  authority. 

(ii)  Form  FD  2633  “Medical  Respon¬ 
sibility  Statement  for  Use  of  Methadone 
in  a  Treatment  Program.’’  This  form,  set 
forth  in  paragraph  (k)  (2)  of  this  section, 
shall  be  completed  and  signed  by  each 
licensed  physician  authorized  to  admin¬ 
ister  or  dispense  methadone  and  sub¬ 
mitted  in  triplicate  to  the  Food  and 
Drug  Administration  and  the  State  au¬ 
thority.  The  names  of  any  other  ctersons 
licensed  by  law  to  administer  or  dispense 
narcotic  drugs  working  in  the  program 
shall  be  listed,  even  if  they  are  not  at 
present  responsible  for  administering  or 
dispensing  the  drug. 

(iii)  Form  PD  2634  “Annual  Report 
for  Treatment  Program  Using  Metha¬ 
done.’’  This  form,  set  forth  in  paragraph 
(k)  (3)  of  this  section,  shall  be  completed 
and  signed  by  the  program  sponsor  for 
every  program  over  which  he  has  respcxi- 
sibility  for  each  calendar  year  of  opera¬ 
tion.  It  shall  be  submitted  in  triplicate  to 
the  Food  and  Drug  Administration  and 
the  State  authority  on  or  before  Janu¬ 
ary  30  of  each  year. 


(5)  State  and  Federal  approval  of 
treatment  programs.  Treatment  pro¬ 
grams  using  methadone  shall  have  been 
reviewed  by  the  State  authority  and 
must  conform  to  all  State  requirements 
for  conducting  a  methadone  treatment 
program.  The  Food  and  Drug  Adminis¬ 
tration  must  have  received  notification 
of  the  program’s  approval  by  the  State 
agency.  Only  after  the  State  authority 
has  given  its  approval  will  the  Food  and 
Drug  Administration  grant  approval  to 
a  program.  The  Food  and  Drug  Ad¬ 
ministration  will  also  revoke  approval 
when  recommended  by  the  State  au¬ 
thority.  If  State  approval  of  a  pro¬ 
gram  is  denied  or  revoked  the  pro¬ 
gram  shall  have  a  right  of  appeal  to  the 
Commissioner,  as  provided  for  in  para¬ 
graph  (h)(5)  of  this  section.  Prior  to 
granting  or  withholding  approval,  the 
Food  and  Drug  Administration  will  con¬ 
sult  with  the  Bureau  of  Narcotics  and 
Dangerous  Drugs  to  determine  the  appli¬ 
cant’s  compliance  with  Federal  controlled 
substances  laws.  No  shipment  of  metha¬ 
done  may  lawfully  be  made  to  any  pro¬ 
gram  which  has  not  received  approval 
from  the  Food  and  Drug  Administration. 
The  program  sponsor  will  receive  noti¬ 
fication  of  approval  or  denial  or  a  re¬ 
quest  for  additional  information,  when 
necessary,  within  60  days  after  receipt  of 
the  application  by  the  Food  and  Drug 
Administration. 

(d)  Requirements  for  operation  of 
methadone  treatment  program. — (1)  De¬ 
scription  of  facilities.  A  program  shall 
have  ready  access  to  a  comprehensive 
range  of  medical  and  rehabilitative  serv¬ 
ices.  The  name,  address,  and  descrip¬ 
tion  of  each  hospital,  institution,  clinical 
laboratory,  or  other  facility  available  to 
provide  the  necessary  services  shall  be 
given  to  the  Food  and  Drug  Adminis¬ 
tration  and  the  State  authority.  This  list¬ 
ing  shall  include  the  name  and  address 
of  each  medication  imit. 

(2)  Approximate  number  of  patients 
to  be  treated.  The  program  sponsor  shsdl 
submit  to  the  Food  and  Drug  Adminis¬ 
tration  and  the  State  authority  an  ap¬ 
proximation  of  the  number  of  patients 
who  will  be  treated,  based  on  past  history, 
addict  population  in  the  area,  treatment 
capacity,  or  other  relevant  information. 

(3)  Minimum  admission  standards. — 
(i)  Voluntary  participation;  consent 
form.  Each  patient  shall  be  fully  in¬ 
formed  concerning  the  possible  risk  as¬ 
sociated  with  the  use  of  methadone. 
Participation  in  any  program  shall  be 
voluntary.  The  person  responsible  for  the 
program  shall  insure  that  all  the  rele¬ 
vant  facts  concerning  the  use  of  metha¬ 
done  are  clearly  and  adequately  explained 
to  the  patient  and  that  all  patients  (in¬ 
cluding  those  under  age  18)  sign,  with 
full  knowledge  and  understanding  of 
:ci>  contents,  the  first  part  of  Form  FD 
2635  “Consent  for  Methadone  Treat¬ 
ment’’  set  forth  in  paragraph  (k)  (4)  of 
this  section  and  the  parents  or  guardians 
of  patients  under  age  18  sign  the  second 
part  of  that  form. 

(ii)  Physiologic  addiction  standards; 
records.  The  mere  use  of  a  narcotic  drug, 
even  if  periodic  or  intermittent,  cannot 
be  equated  with  narcotic  addiction.  Care 
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shall  be  exercised  in  the  selection  of  pa¬ 
tients  to  prevent  the  possibility  of  ad¬ 
mitting  a  person  who  was  not  first  de¬ 
pendent  upon  heroin  or  other  morphine¬ 
like  drugs  at  least  2  years  prior  to 
admission  to  maintenance  treatment. 
This  drug  history  and  evidence  of  ciu*- 
rent  physiologic  dependence  on  mor- 
phine-like  drugs  shall  be  documented. 
Evidence  of  physical  dependence  should 
be  obtained  by  noting  early  signs  of  with¬ 
drawal  (lacrimation,  rhinorrhea,  pupil¬ 
lary  dilation,  and  piloerection)  during 
the  initial  period  of  abstinence.  With¬ 
drawal  signs  may  be  observed  during  an 
initial  period  of  hospitalization  or  while 
the  individual  is  an  outpatient  xmder- 
going  diagnostic  evaluation  (e.g.,  med¬ 
ical  and  personal  history,  physical  exami¬ 
nation,  and  laboratory  studies) .  Loss  of 
appetite  and  increased  body  tempera¬ 
ture,  pulse  rate,  blood  pressure,  and  res¬ 
piratory  rate  are  also  signs  of  with¬ 
drawal,  but  their  detection  may  require 
inpatient  observation.  It  is  unlikely  that 
an  individual  would  be  currently  depend¬ 
ent  on  narcotic  dnigs  without  having  a 
positive  urine  test  for  one  or  more  of 
these  drugs.  Additional  evidence  can  be 
obtained  by  noting  the  presence  of  old 
and  fresh  needle  marks,  and  by  obtain¬ 
ing  additional  history  from  relatives  and 
friends. 

(ill)  Exceptions  to  physiologic  addic¬ 
tion  standards:  justification.  An  excep¬ 
tion  to  the  requirement  for  evidence  of 
ciirrent  physiologic  dependence  on  nar¬ 
cotic  drugs  will  be  allowed  only  under 
exceptional  circumstances.  For  example, 
maintenance  treatment  may  be  indicated 
prior  to  or  within  1  week  of  release  from 
a  stay  of  1  month  or  longer  in  a  penal  or 
chronic  care  institution,  if  an  individual 
has  a  predetention  history  of  dependence 
upon  heroin  or  other  morphine -like 
drugs  at  least  2  years  prior  to  suimission 
to  the  institution.  Justification  for  any 
such  exception  shall  be  noted  in  the  pa¬ 
tient’s  record. 

(iv)  Special  limitations:  treatment  of 
patients  under  age  18.  (a)  The  safety  and 
effectiveness  of  methadone  when  used  in 
the  treatment  of  adolescents  has  not  been 
proven  by  adequate  clinical  study.  Spe¬ 
cial  procedures  are  therefore  necessary  to 
assure  that  patients  under  age  16  will  not 
be  admitted  to  a  program  and  that  pa¬ 
tients  between  16  and  18  years  of  age  be 
admitted  to  maintenance  treatment  only 
under  limited  conditions. 

(b)  Patients  between  16  and  18  years 
of  age  who  are  enrolled  and  imder  treat¬ 
ment  in  approved  programs  on  the  date 
of  publication  of  this  regulation  may  con¬ 
tinue  in  maintenance  treatment.  No  new 
patients  between  16  and  18  years  of  age 
may  be  admitted  to  a  maintenance  treat¬ 
ment  program  after  the  date  of  publica¬ 
tion  of  this  regulation  unless  a  parent, 
legal  guardian,  or  responsible  adult  des¬ 
ignated  by  the  State  authority  completes 
and  signs  Form  FD  2635  “Consent  to 
Methadone  Treatment,”  set  forth  in 
paragraph  (k)  (4)  of  this  section.  Metha¬ 
done  treatment  of  new  patients  between 
the  8«es  of  16  and  18  years  will  be  per¬ 
mitted  after  December  15,  1972,  only 
with  a  documented  history  of  two  or 
more  unsuccessful  attempts  at  detoxifl- 
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cation  and  a  documented  history  of  de¬ 
pendence  on  heroin  or  other  morphine¬ 
like  drugs  beginning  2  years  or  more  prior 
to  application  for  treatment.  No  patient 
under  age  16  may  be  continued  or  started 
on  methadone  treatment  after  Decem¬ 
ber  15,  1972,  but  these  patients  may  be 
detoxified  and  retained  in  the  program 
in  a  drug  free  state  for  follow-up  and 
after  C8u‘e. 

(c)  Patients  under  age  18  who  are  not 
placed  in  maintenance  treatment  may  be 
detoxified.  Detoxification  may  not  exceed 
3  weeks.  A  repeat  episode  of  detoxifica¬ 
tion  may  not  be  Initiated  imtil  4  weeks 
after  the  completion  of  the  previous 
detoxification. 

(V)  Denial  of  admission.  If  in  the  pro¬ 
fessional  Judgment  of  the  medical  direc¬ 
tor  a  particular  patient  would  not  benefit 
from  methadone  treatment,  he  may  be 
refused  such  treatment  even  if  he  meets 
the  admission  standards. 

(vi)  Patient  evaluation:  admission  rec¬ 
ord.  An  admission  evaluation  and  record 
shall  be  made  and  maintained  for  each 
patient  upon  admission  to  the  program. 
This  evaluation  and  record  shall  consist 
of  a  personal  history,  a  medical  history, 
a  physical  examination,  and  any  labora¬ 
tory  or  other  special  examinations  indi¬ 
cated  in  the  Judgment  of  the  attending 
physician.  It  is  recommended  that  a 
complete  blood  count,  liver  function 
tests,  and  a  serologic  test  for  lues  be 
part  of  the  admission  evaluation. 

(a)  Personal  history.  A  personal  his¬ 
tory  record  will  be  completed  for  each 
patient  accepted  for  admission  and  will 
include  at  least  age,  sex.  educational 
level,  employment  history,  criminal  his¬ 
tory,  past  history  of  drug  abuse  of  all 
types  and  prior  treatment  for  drug  abuse. 

(b)  Medical  history.  A  thorough  med¬ 
ical  history  record  will  be  completed  for 
each  patient  accepted  for  admission. 

(c)  Physical  examination.  The  findings 
of  a  comprehensive  physical  examina¬ 
tion  will  recorded. 

(4)  Staffing  requirements.  As  a  mini¬ 
mum  standard  for  the  staffing  of  a  treat¬ 
ment  program  there  shall  be  the  equiva¬ 
lent  of  one  fxill-time  physician  licensed 
by  and  registered  by  State  or  Federal  law 
to  order,  dispense,  and  administer  meth¬ 
adone,  two  nurses  (registered  nurse  or 
licens^  practical  nurse) ,  and  four  coun¬ 
selors,  for  every  300  patients  receiving 
maintenance  treatment.  The  staffing 
pattern  may  be  varied  to  fit  the  opera¬ 
tional  pattern  and  population  character¬ 
istics  of  the  program,  but  there  shall 
always  be  at  least  one  medical  or  osteo¬ 
pathic  physician  available  for  initial 
medical  evaluation  and  follow-up  care 
and  to  supervise  the  patient  medication 
schedules  for  each  300  patients.  This 
staffing  pattern  is  not  the  recommended 
pattern,  but  the  minimum  staffing  pat- 
em  acceptable. 

(5)  Acess  to  a  range  of  services.  A 
treatment  program  shall  provide  a  com¬ 
prehensive  range  of  medical  and  rehabil¬ 
itative  services  to  its  patients.  These 
services  normally  should  be  provided  at 
the  primary  facility,  but  the  program 
sponsor  may  enter  into  formally  docu¬ 
mented  agreements  with  other  public  or 
private  agencies,  institutions,  or  orga- 
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nlzations  to  render  these  services.  Such 
facilities  must  be  located  so  as  to  provide 
ease  of  access  to  the  patient.  Any  service 
not  furnished  at  the  primary  facility 
shall  be  listed,  and  the  agreements  to 
furnish  those  services  shall  be  docu¬ 
mented,  when  application  for  approval  is 
submitted  to  the  Food  and  Drug  Admin¬ 
istration  and  the  State  authority.  Modifi¬ 
cation  of  the  services  shall  be  submitted 
in  triplicate  to  the  Food  and  Drug  Ad¬ 
ministration  as  services  are  added  or 
deleted. 

(6)  Minimum  procedures  for  ongoing 
care. — (i)  Dosage  and  administration  re¬ 
quirements — (a)  Form:  packaging.  The 
methadone  shall  be  administered  or  dls- 
p>ensed  in  oral  form  only  when  used  in 
a  treatment  program.  Hospitalized  pa¬ 
tients  imder  care  for  a  medical  or  surgical 
condition  are  permitted  to  receive 
methadone  in  parenteral  form,  when  in 
the  attending  physlcan’s  professional 
Judgment  it  is  deemed  advisable.  Al¬ 
though  tablet,  syrup  concentrate,  or 
other  formulations  are  permitted  to  be 
distributed  to  the  program,  all  oral  med¬ 
ication  shsdl  be  administered  or  dis¬ 
pensed  in  a  liquid  formulation.  The  dos¬ 
age  will  be  formulated  in  such  a  way  as 
to  reduce  its  potential  for  parenteral 
abuse  and  accidental  ingestion  and  pack¬ 
aged  for  outpatient  use  in  special  pack¬ 
aging  as  required  by  §  295.2  of  this  chap¬ 
ter.  Any  take-out  medication  shall  be 
labeled  with  the  treatment  center’s  name, 
address  and  telephone  number.  Excep¬ 
tions  may  be  granted  when  any  of  the 
provisions  of  this  subsection  are  in  con¬ 
flict  with  State  law  with  regard  to  the 
administering  or  dispensing  of  drugs. 

(b)  Detoxification  treatment.  In  de¬ 
toxification  the  patient  may  be  placed  on 
a  substitutive  methadone  administration 
schedule  when  there  are  significant 
symptoms  of  withdrawal.  The  dosage 
schedules  indicated  below  are  recom¬ 
mended  but  could  be  varied  depending 
upon  clinical  Judgment.  Initially,  a  single 
oral  dose  of  15-20  milligrams  of  metha¬ 
done  will  often  be  sufficient  to  suppress 
withdrawal  symptoms.  Additional  meUi- 
adone  may  be  provided  if  withdrawal 
symptoms  are  not  suppressed  or  when¬ 
ever  symptoms  reappear.  When  patients 
are  physically  dependent  on  high  doses 
of  methadone,  it  may  be  necessary  to  ex¬ 
ceed  these  levels.  Forty  milligrams  per 
day  in  single  or  divided  doses  will  usually 
constitute  an  adequate  stabilizing  dose 
level.  Stabilization  can  be  continued  2 
to  3  days  and  then  the  amount  of  meth¬ 
adone  will  normally  be  gradually  de¬ 
creased.  The  rate  at  which  methadone  is 
decreased  will  be  determined  separately 
for  each  patient.  The  dose  of  methadone 
cam  be  decreased  on  a  daily  basis  or  in 
2-day  intervals,  but  the  amount  of  intake 
shall  always  be  sufficient  to  keep  with¬ 
drawal  symptoms  at  a  tolerable  level.  In 
hospitalized  patients  a  daily  reduction  of 
20  percent  of  the  total  daily  dose  usually 
will  be  tolerated  and  will  cause  little  dis¬ 
comfort.  In  ambulatory  patients,  a  some¬ 
what  slower  schedule  may  be  needed.  If 
methadone  is  administered  for  more  than 
3  weeks,  the  procedure  is  considered  to 
have  progressed  from  detoxification  or 
treatment  of  the  acute  withdrawal  syn- 
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drome  to  maintenance  treatment,  even 
though  the  goal  and  intent  may  be  even¬ 
tual  total  withdrawal. 

(c)  Maintenance  treatment;  special 
considerations  for  a  pregnant  patimt. 
(1)  In  maintenance  treatment  the  initial 
dosage  of  methadone  should  control  the 
abstinence  symptoms  that  follow  with¬ 
drawal  of  narcotic  drugs,  but  should  not 
be  so  great  as  to  cause  sedation,  respira¬ 
tory  depression,  or  other  effects  of  acute 
intoxication.  It  is  important  that  the  ini¬ 
tial  dosage  be  adjusted  on  an  individual 
basis  to  the  narcotic  tolerance  of  the 
new  patient.  If  such  a  patient  has  been  a 
heavy  user  of  heroin  up  to  the  day  of  ad¬ 
mission,  he  may  be  given  20  milligrams 
4  to  8  hours  later,  or  40  milligrams  in 
a  single  oral  dose.  If  he  enters  treatment 
with  little  or  no  narcotic  tolerance  (e.g. 
if  he  has  recently  been  released  from 
jail  or  other  confinement) ,  the  initial 
dosage  may  be  one-half  these  quantities. 
When  there  is  any  doubt,  the  smaller 
dose  should  be  used  initially.  The  pa¬ 
tient  should  then  be  kept  under  obser¬ 
vation,  and,  if  symptoms  of  abstinence 
are  distressing,  additional  10  milligram 
doses  may  be  administered  as  needed. 
Subsequently,  the  dosage  should  be  ad¬ 
justed  individually,  as  tolerated  and  re¬ 
quired,  up  to  a  level  of  120  milligrams 
daily.  For  daily  dosages  above  100  milli¬ 
grams  patients  shall  ingest  medication 
under  observation  6  days  per  week.  These 
patients  will  be  allowed  take-home  medi¬ 
cation  for  1  day  per  week  only.  Those 
patients  in  treatment  on  the  date  this 
regulation  becomes  effective  who  are  re¬ 
ceiving  a  take-home  dose  of  more  than 
100  milligrams  per  day  shall  have  their 
dosage  level  reduced  to  100  milligrams 
per  day  or  less  by  June  13,  1973. 
A  daily  dose  of  120  milligrams  or 
more  shall  be  justified  in  the  medical 
record.  For  daily  dosages  above  120  milli¬ 
grams,  prior  approval  from  State  au¬ 
thority  and  the  Food  and  Drug  Ad¬ 
ministration  shall  be  obtained  be¬ 
ginning  on  March  15,  1973.  For  take- 
home  doses  above  100  milligrams  per 
day,  prior  approval  from  the  State  au¬ 
thority  and  the  Pood  and  Drug  Admin¬ 
istration  shall  be  obtained  beginning  on 
Jime  13,  1973.  A  regular  review  of 
dosage  level  should  be  made  by  the  re¬ 
sponsible  physician  with  careful  con¬ 
sideration  given  for  reduction  of  dosage 
as  indicated  on  an  individual  basis.  A 
new  dosage  level  is  only  a  test  level 
until  stability  is  achieved. 

(2)  Caution  shall  be  taken  in  the 
maintenance  treatment  of  pregnant  pa¬ 
tients.  Dosage  levels  shall  be  main¬ 
tained  as  low  as  possible  if  continued 
methadone  treatment  is  deemed  neces¬ 
sary.  It  is  the  responsibility  of  the  pro¬ 
gram  sponsor  to  assure  that  each  female 
patient  is  fully  informed  concemirg  the 
possible  risks  to  a  pregnant  woman  or 
her  unborn  child  from  the  use  of  meth¬ 
adone. 

id)  Authorized  dispensers  of  metha¬ 
done;  responsibility.  Methadone  wiU  be 
administered  or  dispensed  by  a  practi¬ 
tioner  licensed  or  registered  under  ap¬ 
propriate  State  or  Federal  law  to  order 


narcotic  drugs  for  patients  or  by  an 
agent  of  the  practitioner,  supervised  by 
auid  pursuant  to  the  order  of  the  prac¬ 
titioner.  This  agent  may  only  be  a  phar¬ 
macist.  registered  nurse,  o-  licensed  prac¬ 
tical  niu’se  depending  upon  the  State  reg¬ 
ulations  regarding  narcotic  drug  dispens¬ 
ing  and  administering.  The  licensed 
practitioner  assumes  responsibility  for 
the  amoimts  of  methadone  administered 
or  dispensed  and  all  changes  in  dosage 
schedule  will  be  recorded  and  sigrned  by 
the  licensed  practitioner. 

(7)  Frequency  of  attendance;  take- 
home  medication. — (i)  For  detoxifica¬ 
tion,  the  drug  shall  be  administered  daily 
under  close  observation.  In  maintenance 
treatment  the  patient  will  initially  ingest 
the  drug  under  observation  daily,  or  at 
least  6  days  a  week,  for  the  first  3 
months.  It  is  recognized  that  diversion 
occurs  primarily  when  patients  take 
medication  from  the  clinic  for  self-ad¬ 
ministration.  It  is  also  recognized,  how¬ 
ever,  that  daily  attendance  at  a  program 
facility  may  be  incompatible  with  gain¬ 
ful  employment,  education,  and  respon¬ 
sible  homemaking.  After  demonstrating 
satisfactory  adherence  to  the  program 
regulations  for  at  least  3  months,  and 
showing  substantial  progress  in  rehabil¬ 
itation  by  participating  actively  in  the 
program  activities  and/or  by  participa¬ 
tion  in  educational,  vocational,  and 
homemaking  activities,  those  patients 
whose  employment,  education,  or  home¬ 
making  responsibilities  would  be  hin¬ 
dered  by  daily  attendance  may  be  per¬ 
mitted  to  reduce  to  three  times  weekly 
the  times  when  they  must  ingest  the 
drug  under  observation.  They  shall  re¬ 
ceive  no  more  than  a  2-day  take-home 
supply.  With  continuing  adherence  to  the 
program’s  requirements  and  progressive 
rehabilitation  for  at  least  2  years  after 
entrance  into  the  program,  such  patients 
may  be  permitted  twice  weekly  visits  to 
the  program  for  drug  ingestion  under 
observation  with  a  3-day  take-home  sup¬ 
ply.  Prior  to  reducing  the  frequency  of 
visits,  documentation  of  the  patient’s 
progress  and  the  need  for  reducing  tlie 
frequency  of  visits  shall  be  recorded.  The 
requirements  and  schedule  for  when  the 
drug  must  be  ingested  under  observa¬ 
tion  may  be  relaxed  if  the  patient  has  a 
serious  physical  disability  which  would 
prevent  frequent  visits  to  the  program 
facility.  The  Food  and  Drug  Adminis¬ 
tration  and  the  State  authority  shall  be 
notified  of  such  cases.  Additional  medi¬ 
cation  may  also  be  provided  in  excep¬ 
tional  circumstances  such  as  acute  ill¬ 
ness,  family  crises,  or  necessary  travel 
when  hardship  would  result  from  requir¬ 
ing  the  customary  observed  medication 
intake  for  the  specific  period.  In  these 
circumstances  the  reasons  for  providing 
additional  medication  will  be  recorded. 
In  circumstances  of  severe  illness,  in¬ 
firmity  or  physical  disability,  an  author¬ 
ized  individual  (e.g.  a  licensed  practi¬ 
tioner)  may  deliver  or  obtain  the  medi¬ 
cation. 

(ii)  Urine  testing— (a)  Schedule  of 
testing;  substances  tested  for.  In  main¬ 
tenance  treatment,  a  urinalysis  will  be 
performed  randomly  at  least  weekly  for 


morphine  and  monthly  for  methadone, 
barbiturates,  amphetamines  and  other 
drugs  if  indicated.  Those  patients  receiv¬ 
ing  their  doses  of  the  drug  from  medica¬ 
tion  imits  will  also  adhere  to  this  sched¬ 
ule.  The  urine  shall  be  collected  at  the 
program’s  primary  facility  or  at  the 
medication  imit. 

(b)  Method  of  collection.  Urine  shall 
be  collected  in  a  manner  which  mini¬ 
mizes  falsification  of  the  samples.  The 
reliability  of  this  collection  procedure 
shall  be  demonstrated. 

(c)  Laboratories.  Laboratories  used  for 
urine  testing  shall  participate  in  and 
be  approved  by  any  proficiency  testing 
program  designated  by  the  Food  and 
Drug  Administration.  Any  changes  made 
in  laboratories  used  for  urine  testing 
shall  have  prior  approval  of  the  Food 
and  Drug  Administration. 

(iii)  Patient’s  clinical  record.  An  ade¬ 
quate  clinical  record  will  be  maintained 
for  each  patient.  The  record  will  contain 
a  copy  of  the  signed  consent  form(s). 
the  date  of  each  visit,  the  amount  of 
methadone  administered  or  dispensed, 
the  results  of  each  urinalysis,  a  detailed 
account  of  any  adverse  reactions,  which 
will  also  be  reported  within  2  weeks  to 
the  Food  and  Drug  Administration  on 
Form  FD-1639,  “Drug  Experience  Re¬ 
port,’’  any  significant  physical  or  psycho¬ 
logical  disability,  the  type  of  rehabilita¬ 
tive  and  counseling  efforts  employed,  an 
account  of  the  patient’s  progress,  and 
other  relevant  aspects  of  the  treatment 
program.  For  recordkeeping  purposes,  if  a 
patient  misses  appointments  for  2  weeks 
or  more  without  notifying  the  program, 
the  episode  of  care  is  considered  termi¬ 
nated  and  so  noted  in  the  clinical  rec¬ 
ord.  This  does  not  mean  that  the  patient 
cannot  return  for  care.  If  the  patient 
does  return  for  care  and  is  accepted  into 
the  program,  this  is  considered  a  read¬ 
mission  and  so  noted  in  the  clinical  rec¬ 
ord.  This  method  of  recordkeeping  helps 
assure  the  easy  detection  of  sporadic  at¬ 
tendance  and  decreases  the  possibility  of 
administering  inappropriate  doses  of 
methadone  (e.g.,  the  patient  who  has 
received  no  medication  for  several  days 
or  more  and  upon  retxim  receives  the 
usual  stabilization  dose).  An  annual 
evaluation  of  the  patient’s  progress  will 
be  recorded  in  the  clinical  record  (s) . 

(8)  Discontinuation  of  methadone  use. 
All  patients  in  treatment  will  be  given 
careful  consideration  for  discontinuation 
of  methadone  use,  especially  after  reach¬ 
ing  a  10-20  milligram  dosage  level.  So¬ 
cial  rehabilitation  shall  have  been 
maintained  for  a  reasonable  period  of 
time.  Patients  should  be  encouraged  to 
pursue  the  goal  of  eventual  withdrawal 
from  methadone  and  becoming  com¬ 
pletely  drug  free.  Upon  successfully 
reaching  a  drug-free  state  the  patient 
should  be  retained  in  the  program  for 
as  long  as  necessary  to  assure  stability 
in  the  drug-free  state,  with  the  fre¬ 
quency  of  his  required  visits  adjusted  at 
the  discretion  of  the  director. 

(9)  Record  of  drug  dispensing.  Ac- 
ciirate  records  traceable  to  specific  pa- 
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tientfi  shall  be  maintained  showing  dates, 
quantity,  and  batch  or  code  marks  of 
the  drug  dispensed.  These  records  shall 
be  retained  for  a  period  of  3  years. 

( 10)  Security  of  drug  stocks.  Adequate 
security  shall  be  maintained  over  stocks 
of  methadone,  over  the  manner  in  which 
it  is  administered  or  dispensed,  over  the 
manner  in  which  it  is  distributed  to 
medication  units,  and  over  the  manner 
in  which  it  is  stored  to  guard  against 
theft  and  diversion  of  the  drug.  The 
security  standards  for  the  distribution 
and  storage  of  controlled  substances  as 
required  by  the  Bureau  of  Narcotics 
and  Dangerous  Drugs  (§§301.72-301.76 
of  this  title)  shall  be  met  by  the 
program. 

(11)  Inspections  of  programs;  pa¬ 
tient  confidentiality.  Inspection  of  a  pro¬ 
gram  may  be  undertaken  by  the  State 
authority,  by  the  Food  and  Drug  Ad¬ 
ministration  and  by  the  Bureau  of  Nar¬ 
cotics  and  Dangerous  Drugs  in 
accordance  with  Federal  controlled  sub¬ 
stances  laws.  The  identity  of  patients 
will  be  kept  confidential  except  (i)  when 
it  is  necessary  to  make  follow-up  investi¬ 
gations  on  adverse  effect  information 
related  to  use  of  the  drug,  (ii)  when  the 
medical  welfare  of  the  patient  would  be 
threatened  by  a  failure  to  reveal  such 
information,  or  (ill)  when  it  is  necessary 
to  verify  records  relating  to  approval  of 
the  program  or  any  portion  Uiereof.  In 
all  circumstances  the  provision  of  21 CFR 
Part  401  shall  be  followed. 

(12)  Exemptions  from  specific  pro¬ 
gram  standards. — (i)  A  program  is  per¬ 
mitted,  at  the  time  of  application  or  any 
time  thereafter,  to  request  exemption 
from  or  revision  of  specific  program 
standards.  The  rationale  for  an  exemp¬ 
tion  or  revision  shall  be  thoroughly  docu¬ 
mented  in  an  appendix  to  be  submitted 
with  the  application  or  at  some  later 
time.  An  example  of  a  case  in  which  an 
exemption  might  be  granted  would  be 
for  a  private  practitioner  who  wishes  to 
treat  a  limited  number  of  patients  and 
requests  exemption  from  some  of  the 
staffing  and  service  standards  in  a  non¬ 
metropolitan  area  with  few  physicians 
and  no  rehabilitative  services  geographi¬ 
cally  accessible.  The  Food  and  Drug  Ad¬ 
ministration  will  approve  such  exemp¬ 
tions  or  revisions  of  program  standards 
at  the  time  of  application  with  the  con¬ 
currence  of  the  State  authority. 

(ii)  The  Food  and  Drug  Administra¬ 
tion  has  the  right  to  withhold  the  grant¬ 
ing  of  an  exemption  until  such  time  as  a 
program  is  in  £u:tual  operation  in  order 
to  assess  if  the  exemption  is  necessary. 
If  periodic  inspections  of  the  program 
reveal  that  discrepancies  or  adverse  con¬ 
ditions  exist,  the  Food  and  Drug  Ad¬ 
ministration  shall  reserve  the  right  to 
revoke  any  or  all  exemptions  previously 
granted. 

•  •  (13)  Additional  reporting  require¬ 
ments. — (i)  Deaths.  The  program  spon¬ 
sor  shall  report  any  patient  death  which 
is  considered  methadone  related  to  the 
Food  and  Drug  Admiiiistration  within 
2  weeks,  using  Form  FD-1639  “Drug  Ex¬ 
perience  Report.” 


RULES  AND  REGULATIONS 

(ii)  Newborns.  The  program  sponsor 
shall  report  to  the  Food  and  Drug  Ad¬ 
ministration  the  birth  of  any  child  to  a 
female  patient,  if  the  newborn  is  pre¬ 
mature  or  shows  any  adverse  reactions 
which,  in  the  opinion  of  the  attending 
physician,  are  due  to  methadone,  within 
1  month  of  the  birth,  using  Form  FD- 
1639  “Drug  Experience  Report.” 

(e)  Multiple  enrollments. — (1)  Ad¬ 
ministering  or  dispensing  to  patients 
enrolled  in  other  programs.  There  is  a 
danger  of  drug  dependent  persons  at¬ 
tempting  to  enroll  in  more  than  one 
methadone  treatment  program  to  obtain 
quantities  of  methadone  for  the  purpose 
of  self -administration  or  illicit  market¬ 
ing.  Therefore,  except  in  an  emergency 
situation,  methadone  shall  not  be  pro¬ 
vided  to  a  patient  who  is  known  to  be 
currently  receiving  the  drug  from  an¬ 
other  treatment  program  using  metha¬ 
done. 

(2)  Patient  attendance  requirements. 
The  patient  shall  always  report  to  the 
same  treatment  facility  unless  prior  ap¬ 
proval  is  obtained  from  the  program 
sponsor  for  treatment  at  another  pro¬ 
gram.  Permission  to  report  for  treatment 
at  the  facility  of  another  program  shall 
be  granted  only  in  exceptional  circiun- 
stances  and  shall  be  noted  on  the  pa¬ 
tient’s  clinical  record. 

(3)  Multiple  enrollment  prevention. 
To  prevent  multiple  enrollments,  the 
program  shall  agree  to  participate  in  any 
patient  identification  system  that  exists 
or  is  designated  and  approved  by  the 
Food  smd  Drug  Administration.  Infor¬ 
mation  that  would  identify  a  patient 
shall  be  kept  confidential  in  compliance 
with  Part  401  of  this  title. 

(f )  Conditions  for  use  of  methadone  in 
hospitals  for  analgesia  in  severe  pain,  for 
detoxification,  and  for  temporary  main¬ 
tenance  treatment — (1)  Form.  The  drug 
may  be  administered  or  dispensed  in 
either  oral  or  parenteral  form. 

(2)  Use  of  methadone  in  hospitals — 
(i)  Approved  uses.  Methadone  is  per¬ 
mitted  to  be  administered  or  dispensed 
only  for  detoxification  or  temporary 
treatment  of  hospitalized  patients,  and 
for  analgesia  in  severe  pain  for  hospital¬ 
ized  patients  and  outpatients.  If  metha¬ 
done  is  administered  for  treatment  of 
heroin  dependence  for  more  than  3 
weeks,  the  procedure  passes  from  treat¬ 
ment  of  the  acute  withdrawal  syndrome 
(detoxification)  to  maintenance  treat¬ 
ment.  Maintenance  treatment  is  per¬ 
mitted  to  be  imdertaken  only  by  ap¬ 
proved  methadone  programs.  This  does 
not  preclude  the  maintenance  treatment 
of  an  addict  who  is  hospitalized  for  treat¬ 
ment  of  medical  conditions  other  than 
addiction  and  who  requires  temporary 
maintenance  treatment  during  the  criti¬ 
cal  period  of  his  stay  or  whose  enrollment 
in  a  program  which  has  approval  for 
maintenance  treatment  using  metha¬ 
done  has  been  verified.  Any  hospital 
which  already  has  received  approval 
under  this  paragraph  (f)  may  be  per¬ 
mitted  to  serve  as  a  temporary  metha¬ 
done  treatment  program  when  an  ap¬ 
proved  methadone  treatment  program 
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has  been  terminated  and  there  is  no 
other  facility  immediately  available  in 
the  area  to  provide  methadone  treatment 
for  the  patients.  The  Food  and  Drug  Ad¬ 
ministration  may  give  this  approval  upon 
the  request  of  the  State  authority  or  the 
hospital,  when  no  State  authority  has 
been  established. 

(ii)  Individual  responsible  for  sup¬ 
plies.  The  name  of  the  individual  (phar¬ 
macist)  responsible  for  receiving  and 
securing  supplies  of  methadone  shall  be 
submitted  to  the  Food  and  Drug  Admin¬ 
istration  and  the  State  authority.  In¬ 
dividuals  not  authorized  by  Federal  or 
State  law  shall  not  receive  supplies  of 
methadone. 

(iii )  General  description.  A  general  de¬ 
scription  of  the  hospital  including  the 
number  of  beds,  specialized  treatment 
facilities  for  drug  dependence,  and  na¬ 
ture  of  patient  care  imdertaken  shall  be 
submitted. 

(Iv)  Anticipated  quantity  of  drug 
needed.  The  anticipated  quantity  of 
methadone  needed  per  year  shall  be  sub¬ 
mitted. 

(V)  Records.  The  hospital  shall  main¬ 
tain  accurate  records  showing  dates, 
quantity,  and  batch  or  code  marks  of  the 
drug  used  for  in  patient  and  out  patient 
treatment.  The  records  shall  be  retained 
for  a  period  of  3  years. 

(Vi)  Inspections.  The  Food  and  Drug 
Administration  and  the  State  authority 
may  inspect  supplies  of  the  drug  and 
evaluate  the  uses  to  which  the  drug  is 
being  put.  The  identity  of  the  patient 
will  be  kept  confidential  except  (a)  when 
it  is  necessary  to  make  followup  investi¬ 
gations  on  adverse  effect  information 
related  to  the  drug,  (b)  when  the  med¬ 
ical  welfare  of  the  patient  would  be 
threatened  by  a  failure  to  reveal  such 
information,  or  (c)  when  it  is  necessary 
to  verify  records  relating  to  approval  of 
the  hospital  or  any  portion  thereof.  The 
confidentiality  requirements  of  Part  401 
of  this  title  shall  be  followed.  Records 
relating  to  the  receipt,  storage,  and  dis¬ 
tribution  of  narcotic  medication  shaU 
also  be  subject  to  inspection  as  provided 
by  Federal  controlled  substances  laws; 
but  use  or  disclosure  of  records  identify¬ 
ing  patients  will,  in  any  case,  be  limited 
to  actions  involving  the  program  or  its 
personnel. 

(vii)  Approval  of  hospital  pharmacy. 
Application  for  a  hospital  pharmacy  to 
provide  methadone  for  analgesia,  de¬ 
toxification  and  temporary  treatment 
will  be  submitted  to  the  Food  and  Drug 
Administration  and  the  State  authority 
and  shall  receive  approval  from  both,  ex¬ 
cept  as  provided  for  in  paragraph  (h)  (5) 
of  this  section.  Within  60  days  after  re¬ 
ceipt  of  the  application  by  the  Food  and 
Drug  Administration,  the  applicant  will 
receive  notification  of  approval  or  denial 
or  a  request  for  additional  information, 
when  necessary. 

(viii)  Approval  of  shipments  to  hos¬ 
pital  pharmacies.  Before  a  hospital  phar¬ 
macy  may  lawfully  receive  shipments  of 
methadone  for  use  as  an  analgesic  for 
severe  pain  and  for  detoxification  or 
temporary  maintenance  treatment,  a  re¬ 
sponsible  hospital  official  shall  complete. 


FEDERAL  REGISTER,  VOL.  37,  NO.  242 — FRIDAY,  DECEMBER  15,  1972 


26800 

sign,  and  file  in  triplicate  with  the  Pood 
and  Drug  Administration  and  the  State 
authority  Form  PD  2636,  "Hospital  Re¬ 
quest  for  Methadone  for  Analgesia  in 
Severe  Pain  and  for  Detoxification  smd 
Temporary  Maintenance  Treatment"  set 
forth  in  paragraph  (k)  (5)  of  this  section 
and  shall  receive  a  notice  of  approval 
thereof  from  the  Pood  and  Drug  Admin¬ 
istration. 

(ix)  Sanctions.  Failure  to  abide  by  the 
requirements  described  in  this  section 
may  result  in  revocation  of  approval  to 
receive  shipments  of  methadone,  seizure 
of  the  drug  supply  on  hand,  injunction, 
and  criminal  prosecution. 

(3)  Treatment  of  outpatients. — (i)  If 
in  a  physician’s  professional  Judgment 
methadone  would  be  the  drug  of  choice 
as  an  analgesic  for  treating  a  patient  in 
severe  pain,  the  drug  will  be  available  for 
use  on  an  out-patient  basis  from  an  ap¬ 
proved  hospital  pharmacy,  or  in  a  remote 
area  from  an  approved  community  phar¬ 
macy.  Prior  to  filing  a  physician’s  pre¬ 
scription  for  methadone  for  outpatients, 
the  pharmacy  shall  obtain  from  the  phy¬ 
sician  a  statement  indicating  that  all 
such  prescriptions  written  by  him  will 
be  limited  to  use  for  analgesia  in  severe 
pain.  ’The  physician  shall  agree  to  main¬ 
tain  records  to  substantiate  such  use. 
’These  records  will  be  available  in  the 
hospital  O'*  made  available  at  the  request 
of  the  hospital  administrator.  In  remote 
areas  the  approved  community  phar¬ 
macy  is  permitted  to  maintain  these  rec¬ 
ords  or  they  may  be  forwarded  to  the 
State  authority.  On  January  30  of  each 
year,  the  names  and  addresses  of  all  phy¬ 
sicians  who  prescribed  methadone  for 
analgesia  on  an  outpatient  basis  during 
the  previous  year  shall  be  reported  to  the 
Pood  and  Drug  Administration. 

(ii)  Prescriptions  for  analgesia  may  be 
filled  only  if  they  are  written  by  a  phy¬ 
sician  who  has  submitted  the  requir^ 
statement  to  the  approved  hospital  or 
community  pharmacy. 

(4)  Shipments  to  remote  areas.  In  re¬ 
mote  areas  or  in  certain  exceptional  cir¬ 
cumstances  where  there  are  no  approved 
hospitals,  community  pharmacies  may  be 
approved  by  the  Pood  and  Drug  Admin¬ 
istration  to  receive  shipments  of  metha¬ 
done  for  administering  or  dispensing  for 
analgesia  upon  the  recommendation  of 
the  State  authority  and  after  consulta¬ 
tion  aith  the  Bureau  of  Narcotics  and 
Dangerous  Drugs. 

(g)  Confidentiality  of  patient  rec¬ 
ords. — (1)  Except  as  provided  in  subpar¬ 
agraph  (2)  of  this  paragraph,  disclosure 
of  patient  records  maintained  by  any 
program  shall  be  governed  by  the  pro¬ 
visions  of  Part  401  of  this  title,  and  every 
program  shall  comply  with  the  provisions 
of  that  part.  Records  relating  to  the  re¬ 
ceipt,  storage,  and  distribution  of  nar¬ 
cotic  medication  shall  also  be  subject  to 
inspection  as  provided  by  Federal  con¬ 
trolled  substances  laws;  but  use  or  dis¬ 
closure  of  records  identifying  patients 
will,  in  any  case,  be  limited  to  actions 
involving  the  program  or  its  personnel. 

(2)  In  addition  to  the  restrictions 
upon  disclosure  in  Part  401  of  this  title, 
and  in  accordance  with  the  authority 
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conferred  by  section  303(a)  of  the  Public 
Health  Service  Act  (42  U.S.C.  242a(a)), 
every  program  is  hereby  further  au¬ 
thorized  to  protect  the  privacy  of  patients 
therein  by  withholding  from  all  persons 
not  employed  by  such  program  or  other¬ 
wise  connected  with  the  conduct  of  its 
operations  the  names  or  other  identify¬ 
ing  characteristics  of  such  patients 
under  any  circumstances  -  under  which 
such  program  has  reasonable  grounds  to 
believe  that  such  information  may  be 
used  to  conduct  any  criminal  investiga¬ 
tion  or  prosecution  of  a  patient.  Pro¬ 
grams  may  not  be  compelled  in  any 
Federal,  State,  or  local  civil,  criminal, 
administrative,  or  other  proceedings  to 
furnish  such  information,  but  this  sub- 
paragraph  does  not  authorize  the  with¬ 
holding  of  information  authorized  to  be 
furnished  pvmsuant  to  S  401.44  of  this 
title  nor  does  it  invalidate  any  legal 
process  to  compel  the  furnishing  of  in¬ 
formation  in  accordance  with  {  401.44  of 
this  title.  Records  relating  to  the  receipt, 
storage,  and  distribution  of  narcotic 
medication  shall  also  be  subject  to  in¬ 
spection  as  provided  by  Federal  con¬ 
trolled  substances  laws;  but  use  or  dis¬ 
closure  of  records  identifying  patients 
will,  in  any  case,  be  limited  to  actions 
involving  the  program  or  its  personnel. 

(3)  A  treatment  program  or  medica¬ 
tion  unit  or  any  part  thereof,  including 
any  facility  or  any  individual,  shall  per¬ 
mit  a  duly  authorized  employee  of  the 
Food  and  Drug  Administration  to  have 
access  to  and  to  copy  all  records  relating 
to  the  use  of  methadone.  Patient  iden¬ 
tities  shall  be  revealed  (i)  when  it  is 
necessary  to  make  follow-up  investiga¬ 
tions  on  adverse  effect  information  re¬ 
lated  to  the  drug,  (ii)  when  the  medical 
welfare  of  the  patient  would  be  threat¬ 
ened  by  a  failure  to  reveal  such  informa¬ 
tion,  or  (iii)  when  it  is  necessary  to 
verify  records  relating  to  any  approval  or 
any  portion  thereof  under  this  section. 
'The  Food  and  Drug  Administration  will 
retain  such  identities  in  confidence  pur¬ 
suant  to  §  401.44  of  this  title  and  shall 
reveal  them  only  when  necessary  in  a 
related  administrative  or  court  proceed¬ 
ing. 

(h)  Denial  or  revocation  of  approval. — 

(1)  Complete  or  partial  denial  or  revoca¬ 
tion  of  approval  of  an  application  to  re¬ 
ceive  shipments  of  methadone  (Forms  FD 
2632  “Application  for  Approval  of  Use 
of  Methadone  in  a  Treatment  Program” 
and  FD  2636  "Hospital  Request  for 
Methadone  for  Analgesia  in  Severe  Pain 
and  for  Detoxification  and  Maintenance 
Treatment")  may  be  proposed  to  the 
Commissioner  of  Pood  and  Drugs  by  the 
Director  of  the  Pood  and  Drug  Adminis¬ 
tration’s  Bureau  of  Drugs,  on  his  own 
initiative  or  at  the  request  of  representa¬ 
tives  of  the  Bureau  of  Narcotics  and  Dan¬ 
gerous  Drugs,  National  Institute  of 
Mental  Health,  the  State  authority,  or 
any  other  interested  person. 

(2)  Before  presenting  such  a  proposal 
to  the  Commissioner,  the  Director  of  the 
Bureau  of  Drugs  or  his  representative 
will  notify  the  applicant  in  writing  of  the 
proposed  action  and  the  reasons  there¬ 
for  and  will  offer  him  an  opportunity  to 


explain  the  matters  In  question  in  an  in¬ 
formal  conference  and/or  in  writing 
within  10  days  after  receipt  of  such 
notification.  ’The  applicant  shall  have  the 
right  to  hear  and  to  question  the  infor¬ 
mation  on  which  the  proposal  to  deny 
or  revoke  approval  is  based,  and  may 
present  any  oral  or  written  information 
and  views. 

(3)  If  the  explanation  offered  by  the 
applicant  is  not  accepted  by  the  Bureau 
of  Drugs  as  sufficient  to  Justify  approval 
of  the  application,  and  denial  or  revoca¬ 
tion  of  approval  is  therefore  proposed, 
the  Commissioner  will  evaluate  infor¬ 
mation  obtained  in  the  informal  hearing 
before  the  Director  of  the  Bureau  of 
Drugs.  If  he  finds  that  the  applicant  has 
failed  to  submit  adequate  assurance  Jus¬ 
tifying  approval  of  the  application,  he 
shall  issue  a  notice  of  opportunity  for 
hearing  with  respect  to  the  matter  pur¬ 
suant  to  §  130.14  and  the  matter  shall 
thereafter  be  handled  in  accordance  with 
established  procedures  for  denial  or 
revocation  of  approval  of  a  new  drug 
application.  If  the  Secretary  determines 
that  there  is  an  imminent  hazard  to 
health,  revocation  of  approval  will  be¬ 
come  effective  immediately  and  any  ad¬ 
ministrative  procedures  will  be  expedited. 
Upon  revocation  of  approval  of  an  appli¬ 
cation,  the  (commissioner  will  notify  the 
applicant,  the  State  authority,  the  Bu¬ 
reau  of  Narcotics  and  Dangerous  Drugs, 
and  all  other  appropriate  persons  that 
the  applicant  may  no  longer  receive  ship¬ 
ments  of  methadone,  and  will  require  the 
recall  of  all  methadone  from  the  appli¬ 
cant.  Revocation  of  approval  may  also 
result  in  criminal  prosecution. 

(4)  Denial  or  revocation  of  approval 
may  be  reversed  when  the  Commissioner 
determines  that  the  applicant  has  Justi¬ 
fied  approval  of  the  application. 

(5)  A  treatment  program  or  medica¬ 
tion  unit  or  any  part  thereof,  including 
any  facility  or  any  individual,  may  ap¬ 
peal  to  the  Food  and  Drug  Adr^is- 
tration  a  complete  or  partial  denial  or 
revocation  of  approval  by  the  State  au¬ 
thority  unless  the  denial  or  revocation 
is  based  upon  a  State  law  or  regulation. 
’The  appeal  shall  first  be  made  to  the 
Director  of  the  Bureau  of  Drugs,  who 
shall  hold  an  informal  conference  on  the 
matter  in  accordance  with  subparagraph 
(2)  of  this  paragraph.  The  State  author¬ 
ity  may  participate  in  the  conference, 
liie  appellant  or  the  State  authority  may 
appeal  the  Director’s  decision  to  the 
Commissioner,  who  shall  decide  the  mat¬ 
ter  in  accordance  with  subparagraph  (3) 
of  this  paragraph.  If  the  Commissioner 
denies  or  revokes  approval,  such  action 
shall  be  handled  in  accordance  with 
subparagraph  (3)  of  this  paragraph.  'The 
Commissioner  may  not  grant  or  retain 
Food  and  Drug  Administration  approval 
if  he  finds  that  the  appellant  is  not  in 
compliance  with  all  applicable  State  laws 
and  regulations  and  with  this  section. 

(i)  Sanctions. — (1)  Program  sponsor 
or  individual  responsible  for  a  particular 
program.  If  the  program  sponsor  or  the 
person  responsible  for  a  particular  pro¬ 
gram  fails  to  abide  by  all  the  require¬ 
ments  set  forth  in  these  regulations,  or 
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fails  to  adequately  monitor  the  activities 
of  those  employ^  in  the  program,  he 
may  have  the  approval  of  his  applica> 
tion  revoked,  his  methadone  supply 
seized,  an  injunction  granted  precluding 
operation  of  his  program,  and  criminal 
prosecution  instituted  against  him. 

(2)  Persons  responsible  for  adminis¬ 
tering  or  dispensing  methadone.  If  a 
person  responsible  for  administering  or 
dispensing  methadone  fails  to  abide  by 
all  the  req\iirements  set  forth  in  these 
regulations,  criminal  prosecution  may  be 
instituted  against  him,  his  drug  supply 
may  be  seized,  the  approval  of  the  pro¬ 
gram  may  be  revoked,  and  an  injunc¬ 
tion  may  be  granted  precluding  operation 
of  the  program. 

(j)  Requirements  for  distribution  of 
methadone  by  manufacturers. — (1)  Dis¬ 
tribution  requirements.  Shipments  of  the 
drug  are  restricted  to  direct  shipments 
by  manufacturers  of  methadone  to  ap¬ 
proved  treatment  programs  using  metha¬ 
done,  to  approved  hospital  pharmacies, 
and  to  approved  selected  conununity 
pharmacies.  If  requested  by  a  manu¬ 
facturer  or  State  authority,  wholesale 
pharmacy  outlets  in  some  regions  or 
States  may  be  authorized  to  stock  metha¬ 
done  for  that  area  and  then  trans-ship 
the  drug  to  approved  methadone  treat¬ 
ment  programs  and  approved  hospital 
and  community  pharmacies.  Alternative 
methods  of  distribution  will  be  permitted 
if  they  are  approved  by  the  Pood  and 
Drug  Administration  and  the  State  au¬ 
thority.  Prior  to  any  approval  of  an  al¬ 
ternative  method  of  distribution  there 
will  be  consultation  with  the  Bureau  of 
Narcotics  and  Dangerous  Drugs  to  assure 
compliance  with  its  regulations  regard¬ 
ing  controlled  substance  distribution. 

(2)  Information  regarding  approved 
programs,  hospitals,  and  community 
pharmacies.  The  Food  and  Drug  Admin¬ 
istration  will  provide  methadone  manu¬ 
facturers  and  the  public  with  the  names 
and  locations  of  programs,  hospitals,  and 
selected  conunimity  pharmacies  that 
have  been  approved  to  receive  shipments 
of  the  drug.  All  information  contained  in 
the  forms  set  out  in  paragraph  (k)  of 
this  section  is  available  for  public  dis¬ 
closure  except  for  names  or  other 
identifying  information  with  respect  to 
patients. 

(3)  Acceptance  of  delivery.  Delivery 
shall  only  be  made  to  a  licensed  practi¬ 
tioner  employed  at  the  facility.  At  the 
time  of  delivery  the  licensed  practitioner 
shall  sign  for  the  methadone  and  place 
his  specific  title  and  identificati<m  nxmi- 
ber  on  any  invoice.  Copies  of  these 
signed  invoices  shall  be  kept  by  the 
manufacturer. 

(k)  Program  forms. — (1)  Treatment 
Program  Application. 

Department  or  Health,  Education,  and 
Welfare 

FOOD  AND  DRUG  ADMINISTRATION 

Form  FD  2632  Application  for  Approval  of 

Use  of  Methadone  in  a  Treatment  Program 

Name  or  other  identification  of  program. 


Address _ 

Name  of  program  sponsor. 
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Commissioner, 

Food  and  Drug  Administration, 

Bureau  of  Drugs  (BD-106) , 

Rockville,  Md.  20852. 

Dear  Sir  :  As  the  person  responsible  for  this 
program,  I  submit  this  request  for  approval 
of  a  treatment  program  using  methadone 
to  provide  detoxification  and  maintenance 
treatment  for  narcotic  addicts  in  accordance 
with  S  130.44  of  the  new  drug  regulations. 
I  understand  that  failure  to  abide  by  the 
requirements  described  below  may  cause 
revocation  of  approval  of  my  application, 
seizure  of  my  drug  supply,  an  Injunction,  and 
criminal  prosecution. 

I.  Attached  is  the  name,  complete  address, 
and  a  summary  of  the  scientific  traming  and 
experience  of  each  physician  and  all  other 
professional  personnel  having  major  respon¬ 
sibilities  for  the  program  and  rehabUltatlve 
efforts,  and  a  signed  Form  FD  2633  "Medical 
Responsibility  Statement  for  Use  of  Metha¬ 
done  in  a  Treatment  Program”  for  every 
licensed  practitioner  authorized  to  prescribe, 
dispense,  or  administer  methadone  under  the 
program.  (If  the  Medical  Director  of  this  pro¬ 
gram  has  been  listed  for  a  program  in  a 
previous  application,  the  feaslbUlty  of  serv¬ 
ing  as  Medical  Director  for  this  program  must 
be  documented  and  this  documentation  at¬ 
tached  to  this  application.) 

II.  Attached  is  a  description  of  the  organi¬ 
zational  structure  of  this  program  and  the 
name  and  complete  address  of  any  central 
administration  or  larger  organizational 
structure  to  which  this  program  is 
responsible. 

III.  Attached  is  a  listing  of  the  sources  of 
funding  for  this  program.  (The  name  and 
address  for  each  governmental  agency  pro¬ 
viding  funding  must  be  provided.) 

IV.  The  program  shall  have  ready  access 
to  a  comprehensive  range  of  medical  and 
rehabilitative  services.  Attached  is  the  name, 
address,  and  description  of  each  hospital,  in¬ 
stitution,  clinical  laboratory  facility,  or  other 
facility  available  to  provide  the  necessary 
services  and  a  statement  for  each  facility  as 
to  whether  or  not  methadone  will  be  admin¬ 
istered  or  dispensed  at  that  facility.  These 
facilities  shall  comply  with  any  guidelines 
established  by  Federal  or  State  authorities. 
(This  listing  should  include  the  address  of 
each  medication  unit.  If  any  medical  or  re¬ 
habilitative  service  is  not  available  at  the 
primary  facility,  there  must  be  a  formal, 
documented  agreement  with  private  or  public 
agencies,  organizations,  or  institutions  for 
these  services.) 

V.  Attached  is  a  statement  of  the  approxi¬ 
mate  number  of  addicts  to  be  Included  in 
the  program. 

VI.  The  following  minimal  treatment 
standards  hall  be  followed: 

A.  A  statement  shall  be  given  to  the  ad¬ 
dicts  to  Inform  them  about  the  program.  A 
voluntary  request  and  consent  Form  FD  2635 
“Consent  to  Methadone  Treatment”  shall  be 
signed  by  each  patient.  Participation  in  the 
program  shall  be  voluntary. 

B.  I  concur  that  the  mere  use  of  a  narcotic 
drug,  even  if  periodic  or  intermittent,  can¬ 
not  be  equated  with  narcotic  addiction.  Care 
shall  be  exercised  in  the  selection  of  patients 
to  prevent  the  possibility  of  admitting  a  per¬ 
son  who  was  not  first  dependent  upon  heroin 
or  other  morphlne-llke  drugs  at  least  2  years 
prior  to  admission  to  maintenance  treat¬ 
ment.  This  drug  history  and  evidence  of 
current  physiologic  dependence  on  morphme- 
llke  drugs  shall  be  documented.  Evidence  of 
physical  dependence  should  be  obtained  by 
noting  early  signs  of  withdrawal  (lacrlma- 
tion,  rhlnorrhea,  pupillary  dilation,  and 
pllocrection)  during  the  initial  period  of 
abstinence.  (Withdrawal  signs  may  be  ob¬ 
served  during  an  initial  period  of  hospitaliza¬ 
tion  or  while  the  individual  is  an  outpatient 
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undergoing  diagnostic  evaluation — (medical 
and  personal  history,  physical  examination, 
and  laboratory  studies) .  Loss  of  appetite  and 
Increased  body  temperature,  pulse  rate,  blood 
pressure,  and  respiratory  rate  are  also  signs 
of  withdrawal,  but  their  detection  may  re¬ 
quire  inpatient  observation.  It  is  unlikely 
that  an  mdivldual  would  be  currently  de¬ 
pendent  on  narcotic  drugs  without  having  a 
positive  urine  test  for  one  or  more  of  these 
drugs.  Additional  evidence  can  be  obtained 
by  noting  the  presence  of  old  and  fresh 
needle  marks,  and  by  obtaining  additional 
history  from  relatives  and  friends.) 

C.  An  exception  to  the  requirement  for 
evidence  of  current  physiologic  dependence 
on  narcotic  drugs  will  be  allowed  under  ex¬ 
ceptional  circumstances.  For  example,  meth¬ 
adone  treatment  may  be  initiated  prior  to  or 
wlthm  1  week  of  release  from  a  stay  of  1 
month  or  longer  in  a  penal  or  chronic  care 
institution  if  an  individual  has  a  pre-deten¬ 
tion  history  of  dependence  upon  heroin  or 
other  morphme-like  drugs  at  least  2  years 
prior  to  admission  to  the  institution.  Justifi¬ 
cation  for  any  such  exception  shall  be  noted 
on  the  patient's  record. 

D.  Patients  between  16  and  18  years  of 
age  who  are  enrolled  and  under  treatment  in 
approved  programs  on  December  15, 1973  may 
continue  m  maintenance  treatment.  No  new 
patients  between  16  and  18  years  of  age  may 
be  admitted  to  a  maintenance  treatment  pro¬ 
gram  after  such  date  unless  a  parent,  legal 
guardian,  or  responsible  adult  designated  by 
the  State  authority  completes  and  signs  con¬ 
sent  form.  Form  FD  2635  "Consent  to  Metha¬ 
done  Treatment.”  Methadone  treatment  of 
new  patients  between  the  ages  of  16  and  18 
years  of  age  will  be  permitted  after  such  date 
only  with  a  documented  history  of  two  or 
more  unsuccessful  attempts  at  detoxification 
and  a  documented  history  of  dependence  on 
heroin  or  other  morphme-like  drugs  begm- 
nmg  2  years  or  more  prior  to  application  for 
treatment.  No  patient  imder  age  16  may  be 
continued  or  started  on  methadone  treat¬ 
ment  after  such  date  but  these  patients  may 
be  detoxified  and  retained  m  the  program  in 
a  drug-free  state  for  follow-up  and  aftercare. 
Patients  under  age  18  who  are  not  placed  in 
mamtenance  treatment  may  be  detoxified. 
Detoxification  may  not  exceed  3  weeks.  A  re¬ 
peat  episode  of  detoxification  may  not  be  mi- 
tiated  until  4  weeks  after  the  completion  of 
the  previous  detoxification. 

VII.  An  admission  evaluation  and  record 
shall  be  made  and  rnamtamed  for  each  pa¬ 
tient  upon  admission  to  the  program.  This 
evaluation  and  record  shall  consist  of  a  per¬ 
sonal  history,  a  medical  history,  a  physical 
exammatlon,  and  any  laboratory  or  other 
special  examinations  as  indicated  in  the 
Judgment  of  the  attending  physician.  (It  Is 
recommended  that  a  complete  blood  count, 
liver  function  tests,  and  a  serologic  test  for 
lues  be  part  of  the  admission  evaluation.) 

A.  A  personal  history  record  will  include 
at  least  age,  sex,  educational  level,  employ¬ 
ment  history,  criminal  history,  past  history 
of  drug  abuse  of  all  types,  and  prior  treat¬ 
ment  for  drug  abuse. 

B.  Medical  history.  A  thorough  medical 
history  record  will  be  completed  for  each 
patient  accepted  for  admission. 

C.  Physical  examination.  The  findings  of  a 
comprehensive  physical  examination  will  be 
recorded. 

vni.  I  understand  that  there  is  a  danger 
of  drug  dependent  persons  attempting  to 
enroll  in  more  than  one  methadone  treat¬ 
ment  program  to  obtain  quantities  of  metha¬ 
done  either  for  the  purpose  of  self-adminis¬ 
tration  or  illicit  marketmg.  To  prevent  such 
multiple  enrollments,  I  will  participate  in 
whatever  local,  regional,  or  national  patient 
identification  system  exists  and  I  state  my 
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intention  to  participate  In  any  system  that 
may  be  developed  and  approved  by  the  Pood 
and  Drug  Administration  unless  I  notify  the 
Pood  and  Drug  Administration,  in  writing, 
to  the  contrary.  I  understand  failure  to  par¬ 
ticipate  may  cause  revocation  of  approval  of 
my  application.  Elxcept  in  an  emergency  sit¬ 
uation,  methadone  will  not  be  provided  to  a 
patient  who  is  known  to  be  currently  receiv¬ 
ing  the  drug  from  another  treatment  pro¬ 
gram  using  methadone.  Except  as  provided  in 
item  XV  of  this  form,  information  that  could 
identify  the  patient  will  be  kept  confidential 
in  compliance  with  21  cm  Part  401. 

IX.  The  following  minimal  procedures  will 
be  used  for  ongoing  care. 

A.  Dosage  and  administration  for  detoxifi¬ 
cation  and  maintenance  treatment: 

1.  Methadone  will  be  administered  or  dis¬ 
pensed  in  oral  form  only  when  used  in  a 
treatment  program.  Hospitalized  patients 
under  care  for  medical  or  surgical  condition 
are  permitted  to  receive  methadone  in 
parenteral  form,  when  in  the  attending  phy¬ 
sician's  professional  judgment  it  is  deemed 
advisable.  Although  tablet,  sirup  concen¬ 
trate,  or  other  formulations  are  permitted  to 
be  distributed  to  the  program,  all  oral  medi¬ 
cation  shall  be  administered  or  dispensed 
in  a  liquid  formulation.  The  dosage  shall  be 
formulated  in  such  a  way  as  to  reduce  Its 
potential  for  parenteral  abuse  and  accidental 
ingestion,  and  packaged  for  outpatient  use 
in  special  packaging  as  required  by  21  CFR 
295.2.  Any  take-out  medication  shall  be 
labeled  with  the  treatment  center’s  name, 
address,  and  telephone  number.  Exceptions 
may  be  granted  when  any  of  the  provisions 
of  this  subsection  are  in  conflict  with  State 
law  with  regard  to  the  administering  or  dis¬ 
pensing  of  drugs. 

2.  In  detoxification,  the  patient  may  be 
placed  on  a  substitutive  methadone  admini¬ 
stration  schedule  when  there  are  significant 
symptoms  of  withdrawal.  The  dosage  sched¬ 
ules  indicated  below  are  recommended  but 
may  be  varied  depending  upon  clinical  Judg¬ 
ment.  Initially,  a  single  oral  dose  of  15-20 
milligrams  of  methadone  will  often  be  suf¬ 
ficient  to  suppress  withdrawal  symptoms. 
Additional  methadone  may  be  provided  if 
withdrawal  symptoms  are  not  suppressed  or 
whenever  symptoms  reappear.  When  patients 
are  physically  dependent  on  high  doses  of 
methadone,  it  may  be  necessary  to  exceed 
these  levels.  Forty  milligrams  per  day  in 
single  or  divided  doses  will  usually  constitute 
an  adequate  stabilizing  dose  level.  Stabiliza¬ 
tion  can  be  continued  for  2  to  3  days  and 
then  the  amount  of  methadone  will  normally 
be  gradually  decreased.  The  rate  at  which 
methadone  is  decreased  will  be  determined 
separately  for  each  patient.  The  dose  of 
methadone  can  be  decreased  on  a  daily  basis 
or  in  2-day  intervals,  but  the  amount  of  in¬ 
take  shall  always  be  sufficient  to  keep  with¬ 
drawal  s3rmptoms  at  a  tolerable  level.  In 
hospitalized  patients  a  dally  reduction  of 
20  percent  of  the  total  dally  dose  usually  will 
be  tolerated  and  will  cause  little  discomfort. 
In  ambulatory  patients,  a  somewhat  slower 
schedule  may  be  needed.  If  methadone  is 
administered  for  more  than  3  weeks,  the 
procedure  Is  considered  to  have  nroeres'ed 
from  detoxification  or  treatment  of  the  acute 
withdrawal  syndrome  to  maintenance  treat¬ 
ment.  even  thoueh  the  eoal  and  Intent  may 
be  eventual  total  withdrawal. 

3.  In  maintenance  treatment  the  initial 
dosage  of  methadone  should  control  the 
abstinence  symptoms  that  follow  withdrawal 
of  narcotic  drugs  but  should  not  be  so  great 
as  to  cause  sedation,  respiratory  depression, 
or  other  effects  of  acute  Intoxlficatlon.  It  Is 
Important  that  the  initial  dosage  be  adjusted 
on  an  individual  basis  to  the  narcotic  toler¬ 
ance  of  the  new  patient.  If  such  a  patient 
has  been  a  heavy  user  of  heroin  up  to  the  day 


of  admission,  he  may  be  given  20  milligrams 
orally  for  the  first  dose  and  another  20  milli¬ 
grams  4  to  8  hours  later,  or  40  milligrams  in 
a  single  oral  dose.  If  he  enters  treatment  with 
little  or  no  narcotic  tolerance  (e.g.,  if  he  has 
recently  been  released  from  Jail  or  other 
confinement) ,  the  Initial  dosage  may  be  one- 
half  these  quantities.  When  there  is  any 
doubt,  the  smaller  dose  should  be  used  ini¬ 
tially.  The  patient  should  then  be  kept  under 
observation,  and,  if  symptoms  of  abstinence 
are  distressing,  additional  10-mllligram 
doses  may  be  repeated  as  needed.  Subse¬ 
quently,  the  dosage  should  be  adjusrted 
individually,  as  tolerated  and  required,  to  a 
level  of  120  milligrams  dally.  For  daily  dos¬ 
ages  above  100  milligrams  patients  shall 
Ingest  medication  under  observation  6  days 
per  week.  These  patients  will  be  allowed 
take-home  medication  for  1  day  per  week 
only.  Those  patients  in  treatment  on  De¬ 
cember  15.  1972  who  are  receiving  a  take- 
home  dose  of  more  than  100  milligrams  per 
day  shall  have  their  dosage  level  reduced  to 
100  milligrams  per  day  or  less  by  June  13. 
1973.  A  dally  dose  of  120  milligrams  or  more 
shall  be  Justified  in  the  medical  record.  For 
daily  dosages  above  120  milligrams  or,  be¬ 
ginning  June  13,  1973,  for  take-home  doses 
above  100  milligrams  per  day,  prior  approval 
shall  be  obtained  from  the  Food  and  Drug 
Administration  and  the  State  authority.  A 
regular  review  of  dosage  level  should  be  made 
by  the  responsible  physician  with  careful 
consideration  given  for  reduction  of  dosage 
as  Indicated  on  an  individual  basis.  A  new 
dosage  level  is  only  a  test  level  until  stability 
is  achieved. 

4.  Caution  shall  be  taken  in  the  mainte¬ 
nance  treatment  of  pregnant  patients.  Dosage 
levels  shall  be  maintained  as  low  as  pos¬ 
sible  If  continued  methadone  treatment  Is 
deemed  necessary.  It  is  the  responsibility  of 
the  program  to  assure  that  each  female  pa¬ 
tient  is  fully  Informed  concerning  the  pos¬ 
sible  risks  to  a  pregnant  woman  or  her 
unbOTn  child  from  the  use  of  methadone. 

5.  Methadone  will  be  administered  or  dis¬ 
pensed  by  a  practitioner  licensed  or  regis¬ 
tered  under  appropriate  State  or  Federal  law 
to  order  narcotic  drugs  for  patients  or  by 
an  agent  of  the  practitioner,  supervised  by 
and  pursuant  to  the  order  of  the  practitioner. 
This  agent  may  be  a  pharmacist,  registered 
nurse,  or  licensed  practical  nurse,  depending 
upon  the  State  regulations  regarding  nar¬ 
cotic  drug  dispensing  and  administering.  The 
licensed  practitioner  assumes  responsibility 
for  the  amounts  of  methadone  administered 
or  dispensed  and  all  changes  In  dosage  sched¬ 
ule  shall  be  recorded  and  signed  by  the 
licensed  practitioner. 

6.  For  detoxification,  the  drug  shall  be  ad¬ 
ministered  dally  under  close  observation.  In 
maintenance  treatment  the  patient  Initially 
will  Ingest  the  drug  under  observation  daily, 
or  at  least  6  days  a  week,  fcH-  the  first  3 
months.  It  is  recognized  that  diversion  oc¬ 
curs  primarily  when  patients  take  medication 
from  the  clinic  for  self-administration.  It 
is  also  recognized,  however,  that  dally  at¬ 
tendance  at  a  program  facility  may  be  In¬ 
compatible  with  gainful  employment,  edu¬ 
cation,  and  re^>onsible  hmnemaking.  After 
demonstrating  satisfactory  adherence  to  the 
program  regulations  for  at  least  3  months 
and  showing  substantial  progress  In  rehabili¬ 
tation  by  participating  actively  in  the  pro¬ 
gram  activities  and/or  by  participation  In 
educational,  vocational,  and  homemaking  ac¬ 
tivities.  those  patients  whose  employment, 
education,  or  homemaking  resDonslbllltles 
would  be  hindered  by  dally  attendance  may 
be  permitted  to  reduce  to  3  times  weekly  the 
times  when  they  must  Ingest  the  diaig  imder 
observation.  They  shall  receive  no  more  than 
a  2  day  take-home  supply.  With  continuing 
adherence  to  the  program’s  requirements  and 


progressive  rehabilitation  for  at  least  2  years 
after  entrance  Into  the  program,  such  pa¬ 
tients  may  be  permitted  twice  weekly  visits 
to  the  program  for  drug  ingestion  under  ob¬ 
servation  with  a  3  day  take-home  supply. 
Prior  to  reducing  the  frequency  of  visits, 
documentation  of  the  patient’s  progress  and 
the  need  for  reducing  the  frequency  of  visits 
shall  be  recorded.  The  requirements  and 
schedule  for  when  the  drug  must  be  Ingested 
under  supervision  may  be  relaxed  if  the  pa¬ 
tient  has  a  serious  physical  disability  which 
would  prevent  frequent  visits  to  the  program 
facility.  The  Food  and  Drug  Administration 
and  the  State  authority  shall  be  notified  of 
such  cases.  Additional  medication  may  also 
be  provided  in  exceptional  circumstances 
such  as  acute  Illness,  family  crises,  or  neces¬ 
sary  travel  when  hardship  would  result  from 
requiring  the  customary  observed  medication 
Intake  for  the  specific  period.  In  such  cir¬ 
cumstances  the  reasons  for  providing  addi¬ 
tional  medication  will  be  recorded  in  the 
clinical  record.  In  circumstances  of  severe  Ill¬ 
ness,  infirmity  or  physical  disability,  an  au¬ 
thorized  individual  (e.g.,  a  licensed  practi¬ 
tioner)  may  deliver  or  obtain  the  medication. 

B.  In  maintenance  treatment,  a  urinaly¬ 
sis  will  be  performed  randomly  at  least 
weekly  for  morphine  and  monthly  for  metha¬ 
done,  barbiturates,  amphetamines,  and  other 
drugs  if  indicated.  Those  patients  receiving 
their  doses  of  the  drug  from  medication  units 
will  also  adhere  to  this  schedule.  The  urine 
shall  be  collected  in  a  manner  which  mini¬ 
mizes  falsification  of  the  samples.  The  reli¬ 
ability  of  this  collection  procedure  shall  be 
demonstrated.  Laboratories  used  for  urine 
testing  shall  participate  in  and  be  approved 
by  any  proficiency  testing  program  desig¬ 
nated  by  the  Food  and  Drug  Administration. 
Any  changes  in  laboratories  used  for  urine 
testing  shall  have  prior  approval  of  the 
Food  and  Drug  Administration. 

C.  An  adequate  clinical  record  will  be 
maintained  for  each  patient.  The  record  will 
contain  a  copy  of  the  signed  consent  form(s) , 
the  date  of  each  visit,  the  amount  of  metha¬ 
done  administered  or  dispensed,  the  results 
of  each  urinalysis,  a  detailed  account  of  any 
adverse  reactions,  which  will  also  be  re¬ 
ported  within  2  weeks  to  the  Food  and  Drug 
Administration  on  Form  FD-1639,  "Drug 
Experience  Report’’,  any  significant  physical 
or  psychologic  disability,  the  type  of  rehabil¬ 
itative  and  counseling  efforts  employed,  an 
account  of  the  patient’s  progress,  and  other 
relevant  aspects  of  the  treatment  program. 
For  recordkeeping  purposes.  If  a  patient 
misses  appointments  for  2  weeks  or  more 
without  notifying  the  program,  the  episode 
of  care  is  considered  terminated  and  so  noted 
In  the  clinical  record.  This  does  not  mean 
that  the  patient  cannot  return  for  care.  If 
the  patient  does  return  for  care  and  is  ac¬ 
cepted  into  the  program,  this  is  considered 
a  readmission  and  so  noted  in  the  clinical 
record.  This  method  of  recordkeeping  helps 
assure  the  easy  detection  of  sporadic  attend¬ 
ance  and  decreases  the  possibility  of  admin¬ 
istering  inappropriate  doses  of  methadone 
(e.g.,  the  patient  who  has  received  no  medica¬ 
tion  for  several  days  or  more  and  upon  return 
receives  the  usual  stabilization  dose).  An 
annual  evaluation  of  the  patient’s  progress 
will  be  recorded  In  the  clinical  record. 

D.  All  patients  In  maintenance  treatment 
will  be  given  careful  consideration  for  dis¬ 
continuance  of  methadone,  especially  after 
reaching  a  10-20  milligram  dosage  level.  So¬ 
cial  rehabilitation  shall  have  been  main¬ 
tained  for  a  reasonable  period  of  time.  Pa¬ 
tients  should  be  encouraged  to  pursue  the 
goal  of  eventual  withdrawal  from  methadone 
and  becoming  completely  drug-free.  Upon 
successfully  reaching  a  drug-free  state  the 
patient  should  be  retained  in  the  program 
for  as  long  as  necessary  to  assure  stability  in 
the  drug-free  state,  with  the  frequency  of 
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his  required  visits  adjusted  at  the  discretion 
of  the  director. 

X.  To  prevent  diversion  into  illicit  chan¬ 
nels,  adequate  security  shall  be  maintained 
over  stocks  of  methadone  and  over  the  man¬ 
ner  in  which  it  is  distributed,  as  required 
by  the  Bureau  of  Narcotics  and  Dangerous 
Drugs. 

XI.  Accurate  records  traceable  to  patients 
shall  be  maintained  showing  dates,  quan¬ 
tity,  and  batch  or  code  marks  of  the  drug 
used.  These  records  shall  be  retained  for  a 
period  of  3  years. 

XII.  The  program  director  may  establish 
geographically  dispersed  medication  units 
of  reasonable  size  for  administering  and  dis¬ 
pensing  medication  to  patients  stabilized  at 
their  optimal  dosage  level.  The  approval  of 
such  units  for  any  geographic  area  shall  be 
based  upon  the  number  and  distribution  of 
such  units  within  the  area.  No  more  than  30 
patients  shall  be  under  care  at  a  medication 
unit  at  any  one  time.  These  units  shall  be 
responsible  only  for  administering  and  dis¬ 
pensing  medication.  Private  practitioners  and 
community  pharmacies  may  serve  as  medi¬ 
cation  units.  Only  after  patients  have  been 
stabilized  at  their  optimal  initial  dosage  level 
may  they  be  referred  to  a  medication  unit. 
Subsequent  to  such  referral,  the  program  di¬ 
rector  shall  retain  continuing  responsibility 
for  the  patient’s  care  and  the  patient  shall 
be  seen  at  the  primary  program  facility  at 
least  monthly  for  medical  evaluation  and 
ancillary  service.  If  a  private  practitioner 
wishes  to  provide  other  service  in  addition  to 
administering  and  dispensing  medication  and 
collecting  urine  samples,  the  practitioner  is 
considered  a  program  component  or  a  sep¬ 
arate  program,  depending  uoon  the  type  of 
services  provided.  In  such  case  the  restric¬ 
tions  on  the  number  of  patients  served  shall 
be  determined  by  the  staffing  pattern  and  re¬ 
sources  available. 

xm.  All  representations  in  this  applica¬ 
tion  are  currently  accurate,  and  no  changes 
shall  be  made  in  the  program  until  they  have 
been  iqjproved  by  the  Food  and  Drug  Ad¬ 
ministration  and  the  State  authority. 

XIV.  If  the  program  or  any  individual 
under  the  program  is  disapproved,  the  pro¬ 
gram  dlrectOT  shall  recall  the  methadone 
from  the  disapproved  sources  and  return  the 
drug  to  the  manufacturer  in  a  manner  pre¬ 
scribed  by  the  Bureau  of  Narcotics  and  Dan¬ 
gerous  Drugs. 

XV.  Inspections  of  this  program  may  be 
undertaken  by  the  State  authority,  by  the 
Food  and  Drug  Administration  and  by  the 
Bureau  of  Narcotics  and  Dangerous  Drugs 
in  accordance  with  Federal  controlled  sub¬ 
stances  laws.  The  identity  of  patients  will  be 
kept  confidential  except  when  it  is  neces¬ 
sary  to  make  follow-up  investigations  on  ad¬ 
verse  effect  Information  related  to  use  of  the 
drug,  when  the  medical  welfare  of  the  pa¬ 
tient  would  be  threatened  by  a  failure  to  re¬ 
veal  such  Information,  or  when  it  is  neces¬ 
sary  to  verify  records  relating  to  approval  of 
the  program  or  any  portion  thereof.  In  all 
circumstances  the  provisions  of  21  CFR 
Part  401  shall  be  followed. 

Signature _ 

(Program  sponsor) 

(2)  Medical  Responsibility  Statement. 

Depaxticent  of  Health,  Education,  and 
Welfaee 

FOOD  AND  DRUG  ADMINISTXATION 

Form  FD  2633  Medical  Responsibility  State¬ 
ment  for  Use  of  Methadone  In  a  lYeatment 

Program 

(To  be  completed  by  each  phirslclan  li¬ 
censed  to  dispense  or  administer  methadone 
under  an  iq>proved  program.) 


RULES  AND  REGULATIONS 

Date _ 

Name  of  program - 

Address  _ 

Telephone  number _ 

Medical  Director  for  this  facility  (licensed 
by  law  to  administer  or  dispense  drugs  and 
responsible  for  all  medication  administered 
or  dispensed  at  this  facility) . 


Address  of  this  facility _ 

Telephone  number  of  this  facility _ 

I.  The  undersigned  agrees  to  assume  re¬ 
sponsibility  for  the  administration  and  dis¬ 
pensing  of  methadone  under  the  above  iden¬ 
tified  program  and  to  abide  by  the  required 
standards  for  methadone  detoxification  and 
maintenance  treatment. 

II.  The  name  of  each  patient  treated  at  a 
facility  and  the  frequency  of  visits  shall  be 
registered  with  the  medical  director.  An 
annual  report  Form  PD  2634  “Annual  Re¬ 
port  for  Treatment  Program  Using  Metha¬ 
done”  shall  be  submitted  to  the  program 
sponsor  for  submission  to  the  Food  and  Drug 
Administration.  The  patient  shall  always  re¬ 
port  to  the  same  facility  unless  prior  approval 
is  obtained  from  the  medical  director  for 
treatment  at  another  operation. 

III.  The  following  minimal  treatment 
standards  shall  be  followed. 

A.  A  statement  shall  be  given  to  the  ad¬ 
dicts  to  inform  them  about  the  program.  A 
voluntary  request  and  consent  Form  FD  2635 
“Consent  to  Methadone  Treatment”  shall  be 
signed  by  each  patient.  Participation  in  the 
program  shall  be  voluntary. 

B.  The  mere  use  of  a  narcotic  drug,  even  if 
periodic  or  intermittent,  cannot  be  equated 
with  narcotic  addiction.  Care  shall  be  exer¬ 
cised  in  the  selection  of  patients  to  prevent 
the  possibility  of  admitting  a  person  who  was 
not  first  dependent  upon  heroin  or  other 
morphlne-llke  drugs  at  least  2  years  prior 
to  admission  to  maintenance  treatment.  'This 
drug  history  and  evidence  of  current  physi¬ 
ologic  dependence  on  morphine-like  drugs 
shall  be  documented.  Evidence  of  physical  de¬ 
pendence  should  be  obtained  by  noting  early 
signs  of  withdrawal  (lacrimation,  rhlnorrhea, 
pupillary  dilation,  and  plloerection)  during 
the  initial  period  of  abstinence.  Withdrawal 
signs  may  be  observed  during  an  initial  pe¬ 
riod  of  hospitalization  or  while  the  individual 
is  an  outpatient  undergoing  diagnostic  evalu¬ 
ation  (medical  and  personal  history,  physical 
examination,  and  laboratory  studies) .  Loss  of 
appetite  and  increased  body  temperature, 
pulse  rate,  blood  pressure,  and  respiratory 
rate  are  also  signs  of  withdrawal,  but  their 
detection  may  require  inpatient  observation. 
It  is  unlikely  that  an  individual  would  be 
currently  dependent  on  narcotic  drugs  with¬ 
out  having  a  positive  urine  test  for  one  or 
more  of  these  drugs.  Additional  evidence  can 
be  obtained  by  noting  the  presence  of  old  and 
fresh  needle  marks,  and  by  obtaining  ad¬ 
ditional  history  from  relatives  and  friends. 

C.  An  exception  to  the  requirement  for 
evidence  of  current  physiologic  dependence 
on  narcotic  drugs  will  be  allowed  under  ex¬ 
ceptional  circumstances.  For  example,  meth¬ 
adone  treatment  may  be  initiated  prior  to  or 
within  1  week  of  release  from  a  stay  of  1 
month  or  longer  in  in  a  penal  or  chronic  care 
institution  if  an  Individual  has  a  pre-deten¬ 
tion  history  of  dependence  upon  heroin  or 
other  morphlne-llke  drugs  at  least  2  years 
prior  to  admission  to  the  institute.  Justifica¬ 
tion  for  any  such  exception  should  be  noted 
on  the  patient’s  record. 

D.  Patients  between  16  and  18  years  of  age 
who  are  enrolled  and  under  treatment  in  ap¬ 
proved  programs  on  December  15,  1972 
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may  continue  in  maintenance  treatment.  No 
new  patients  between  16  and  18  years  of  age 
may  be  admitted  to  a  maintenance  treatment 
after  such  date  unless  a  parent,  legal  guar¬ 
dian,  or  responsible  adult  designated  by  the 
State  authority  completes  and  signs  consent 
form.  Form  FD  2635,  “Consent  to  Methadone 
Treatment”.  Methadone  treatment  of  new 
patients  between  ages  16  and  18  years  of  age 
will  be  permitted  after  such  date  only  with 
a  documented  history  of  two  or  more  unsuc¬ 
cessful  attempts  at  detoxification  and  a 
documented  history  of  dependence  on  heroin 
cr  other  morphine-like  drugs  beginning  2 
years  or  more  prior  to  application  for  treat¬ 
ment.  No  patient  under  age  16  may  be  con¬ 
tinued  or  started  on  methadone  treatment 
after  such  date,  but  these  patients  may  be 
detoxified  and  retained  in  the  program  in  a 
drug-free  state  for  follow-up  and  aftercare. 
Patients  under  age  18  who  are  not  placed  in 
maintenance  treatment  may  be  detoxified. 
Detoxification  may  not  exceed  3  weeks.  A  re¬ 
peat  episode  of  detoxification  may  not  be 
initiated  until  4  weeks  after  the  completion 
of  the  previous  detoxification. 

IV.  An  admission  evaluation  and  record 
shall  be  made  and  maintained  for  each 
patient  upon  admission  to  the  program.  This 
evaluation  and  record  shall  consist  of  a 
personal  history,  a  medical  history,  and  a 
physical  examination,  and  any  laboratory 
or  other  special  examinations  as  indicated 
in  the  Judgment  of  the  attending  physician. 
(It  is  recommended  that  a  complete  blood 
count,  liver  function  tests,  and  a  serologic 
test  for  lues  be  part  of  the  admission  evalua¬ 
tion.) 

A.  A  personal  history  record  will  include 
at  least  age,  sex,  educational  level,  employ¬ 
ment  history,  criminal  history,  past  history 
of  drug  abuse  of  all  types,  and  prior  treat¬ 
ment  for  drug  abuse. 

B.  Medical  history.  A  thorough  medical 
history  record  will  be  completed  for  each 
patient  accepted  for  admission. 

C.  Physical  examination.  ’The  findings  of 
a  comprehensive  physical  examination  will 
be  recorded. 

V.  I  understand  that  there  is  a  danger  of 
drug  dependent  persons  attempting  to  enroll 
in  more  than  one  methadone  treatment  pro¬ 
gram  to  obtain  quantities  of  methadone 
either  for  the  purpose  of  self-administration 
or  illicit  marketing.  To  prevent  such  multiple 
enrollments,  I  will  participate  in  whatever 
local,  regional,  or  national  patient  identifi¬ 
cation  system  that  exists  and  I  state  my  In¬ 
tention  to  participate  in  any  system  that  may 
be  developed  and  approved  by  the  Food  and 
Drug  Administration  unless  I  notify  the 
Food  and  Drug  Administration,  in  writing, 
to  the  contrary.  I  understand  failure  to  par¬ 
ticipate  may  cause  revocation  of  approval 
of  my  application.  Except  in  an  eme^ency 
situation,  methadone  will  not  be  provided 
to  a  patient  who  is  known  to  be  currently 
receiving  the  drug  from  another  treatment 
program  using  methadone.  Except  as  pro¬ 
vided  in  item  XI  of  this  form.  Information 
that  could  identify  the  patient  will  be  kept 
confidential  in  compliance  with  21  CFR  Part 
401. 

VI.  The  following  minimal  procedures  will 
be  used  for  ongoing  care. 

A.  Dosage  and  administration  for  detoxi¬ 
fication  and  maintenance  treatment: 

1.  Methadone  will  be  administered  or  dis¬ 
pensed  in  oral  form  only  when  used  In  a 
treatment  program.  Hospitalized  patients 
under  care  for  a  medical  or  surgical  condi¬ 
tion  are  permitted  to  receive  methadone  in 
parenteral  form,  when  in  the  attending 
physician’s  professional  judgment  it  Is 
deemed  advisable.  Although  tablet,  syrup 
concentrate,  or  other  formulations  are  per¬ 
mitted  to  be  distributed  to  the  program,  all 
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oral  medication  shall  be  administered  or  dis¬ 
pensed  in  a  liquid  formulation.  The  dosage 
shall  be  formulated  in  such  a  way  as  to 
reduce  Its  potential  for  parenteral  abuse  and 
accidental  Ingestion,  and  packaged  for  out¬ 
patient  use  in  special  packaging  as  required 
by  21  CFR  295.2.  Any  take-out  medication 
shall  be  labeled  with  the  treatment  center’s 
name,  address  and  telephone  number.  Ex¬ 
ceptions  may  be  granted  when  any  of  the 
provisions  of  this  subsection  are  in  conflict 
with  State  law  with  regard  to  the  adminis¬ 
tering  or  dispensing  of  drugs. 

2.  In  detoxlflcatlon,  the  patient  may  be 
placed  on  a  substitutive  methadone  admin¬ 
istration  schedule  when  there  are  slgniflcant 
symptoms  of  withdrawal.  The  dosage  sched¬ 
ules  indicated  below  are  recommended  but 
may  be  varied  depending  up>on  clinical  Judg¬ 
ment.  Initially,  a  single  oral  dose  of  15-20 
milligrams  of  methadone  will  often  be  suffi¬ 
cient  to  suppress  withdrawal  symptoms.  Ad- 
ditionsd  methadone  may  be  provided  if  with¬ 
drawal  symptoms  are  not  suppressed  or 
whenever  symptoms  reappear.  When  patients 
are  physically  dependent  on  high  doses  of 
methadone,  it  may  be  necessary  to  exceed 
these  levels.  40  milligrams  per  day  in  single 
or  divided  doses  will  usually  constitute  an 
adequate  stabilizing  dose  level.  Stabilization 
can  be  continued  for  2  to  3  days  and  then  the 
amount  of  methadone  will  normally  be  grad¬ 
ually  decreased.  ITie  rate  at  which  methadone 
is  decreased  will  be  determined  separately 
for  each  patient.  The  dose  of  methadone  can 
be  decreased  on  a  dally  basis  or  in  2  day 
intervals,  but  the  amount  of  Intake  shall 
always  be  sufficient  to  keep  withdrawal  symp¬ 
toms  at  a  tolerable  level.  In  hospitalized 
patients  a  dally  reduction  of  20  percent  of 
the  total  dally  dose  usually  will  be  tolerated 
and  will  cause  little  discomfort.  In  ambula¬ 
tory  patients,  a  somewhat  slower  schedule 
may  be  needed.  If  methadone  is  administered 
for  more  than  3  weeks,  the  procedure  is  con¬ 
sidered  to  have  progressed  from  detoxifica¬ 
tion  or  treatment  of  the  acute  withdrawal 
syndrome  to  maintenance  treatment,  even 
though  the  goal  and  Intent  may  be  eventual 
total  withdrawal. 

3.  In  maintenance  treatment  the  initial 
dosage  of  methadone  should  control  the  ab¬ 
stinence  symptoms  that  follow  withdrawal 
of  narcotic  drugs  but  should  not  be  so  great 
as  to  cause  sedation,  respiratory  depression, 
or  other  effects  of  acute  Intoxlflcatlon.  It  is 
important  that  the  initial  dosage  be  adjusted 
on  an  individual  basis  to  the  narcotic  toler¬ 
ance  of  the  new  patient.  If  such  a  patient 
has  been  a  heavy  user  of  heroin  up  to  the 
day  of  admission,  he  may  be  given  20  milli¬ 
grams  orally  for  the  first  dose  and  another 
20  milligrams  4  to  8  hours  later,  or  40  milli¬ 
grams  in  a  single  oral  dose.  If  he  enters  treat¬ 
ment  with  little  or  no  narcotic  tolerance 
(e.g.,  if  he  has  recently  been  released  from 
Jail  or  other  confinement),  the  initial  dosage 
may  be  one-half  these  quantities.  When 
there  is  any  doubt,  the  smaller  dose  should 
be  used  initially.  The  patient  should  then  be 
kept  under  observation,  and,  if  symptoms  of 
abstinence  are  distressing,  additional  10  mil¬ 
ligram  doses  may  be  repeated  as  needed. 
Subsequently,  the  dosage  should  be  adjusted 
Individually,  as  tolerated  and  required,  to  a 
level  of  120  milligrams  daily.  For  dally  dos¬ 
ages  above  100  milligrams  patients  shall  in¬ 
gest  medication  under  observation  6  days 
per  week.  These  patients  wUl  be  allowed 
take-home  medication  for  1  day  per 
week  only.  Those  patients  in  treatment  on 
December  15,  1972  who  are  receiving  a  take- 
home  dose  of  more  than  100  milligrams  per 
day  shall  have  their  dosage  level  reduced  to 
100  milligrams  per  day  or  less  by  June  13, 
1973.  A  daily  dose  of  120  milligrams  or 
more  shall  be  Justified  in  the  medical  rec- 
CHtl.  For  daily  dosages  above  120  milligrams 


or,  beginning  June  13,  1973,  for  take-home 
doses  above  100  milligrams  per  day,  prior 
approval  shall  be  obtained  from  the  Food 
and  Drug  Administration  and  the  State  au¬ 
thority.  A  regular  review  of  dosage  level 
should  be  made  by  the  responsible  physician 
with  careful  consideration  given  for  reduc¬ 
tion  of  dosage  as  indicated  on  an  individual 
basis.  A  new  dosage  level  is  only  a  test  level 
until  stability  is  achieved. 

4.  Caution  shall  be  taken  in  the  mainte¬ 
nance  treatment  of  pregnant  patients.  Dos¬ 
age  levels  shall  be  maintained  as  low  as  pos¬ 
sible  if  continued  methadone  treatment  is 
deemed  necessary.  It  is  the  responsibility  of 
the  program  sponsor  to  assure  that  each  fe¬ 
male  patient  is  fully  Informed  concerning 
the  possible  risks  to  a  pregnant  woman  or 
her  unborn  child  from  the  use  of  methadone. 

5.  Methadone  will  be  administered  or  dis¬ 
pensed  by  a  practitioner  licensed  or  registered 
under  appropriate  State  or  Federal  law  to 
order  narcotic  drugs  for  patients  or  by  an 
agent  of  the  practitioner,  supervised  by  and 
pursuant  to  the  order  of  the  practitioner. 
This  agent  may  only  be  a  pharmacist,  reg¬ 
istered  nurse,  or  licensed  practical  nurse  de¬ 
pending  upon  the  State  regulations  regard¬ 
ing  narcotic  drug  dispensing  and  administer¬ 
ing  administration.  The  licensed  practitioner 
assumes  responsibility  for  the  amounts  of 
methadone  administered  or  dispensed  and 
all  changes  in  dosage  schedule  shall  be  re¬ 
corded  and  signed  by  the  licensed  practi¬ 
tioner. 

6.  For  detoxification,  the  drug  shall  be  ad¬ 
ministered  daily  under  close  observation.  In 
maintenance  treatment  the  patient  initially 
will  Ingest  the  drug  under  the  observation 
dally,  or  at  least  6  days  a  week,  for  the  first  3 
months.  It  is  recognized  that  diversion  oc¬ 
curs  primarily  when  patients  take  medica¬ 
tion  from  the  clinic  for  self-admlnlstralon.  It 
is  also  recognized,  however,  that  daily  at¬ 
tendance  at  a  program  facility  may  be  in¬ 
compatible  with  gainful  employment,  edu¬ 
cation,  and  re^onsible  homemaking.  After 
demonstrating  satisfactory  adherence  to  the 
program  regulations  for  at  least  3  months 
and  showing  substantial  progress  in  rehabil¬ 
itation  by  participating  actively  in  the  pro¬ 
gram  activities  and/or  by  participation  li. 
educational,  vocational,  and  homemaking  ac¬ 
tivities,  those  patients  whose  employment, 
education  or  homemaking  responsibilities 
would  be  hindered  by  dally  attendance  may 
be  permitted  to  reduce  to  three  times  weekly 
the  times  when  they  must  Ingest  the  drug 
under  observation.  They  shall  receive  no 
more  than  a  2-day  take-home  supply.  With 
continuing  adherence  to  the  program's  re¬ 
quirements  and  progressive  rehabilitation 
for  at  least  2  years  after  entrance  into  the 
program,  such  patients  may  be  permitted 
twice  weekly  visits  to  the  program  for  drug 
Ingestion  under  observation  with  a  3-day 
take-home  supply.  Prior  to  reducing  the  fre¬ 
quency  of  visits,  documentation  of  the  pa¬ 
tient's  progress  and  the  need  for  reducing  the 
frequency  of  visits  shall  be  recorded.  The 
requirements  and  schedule  for  when  the  drug 
must  be  Ingested  under  supervision  may  be 
relaxed  if  the  patient  has  a  serious  physical 
disability  which  would  prevent  frequent  vis¬ 
its  to  the  program  facility.  The  Food  and 
Drug  Administration  and  the  State  authority 
shall  be  notified  of  such  cases.  Additional 
medication  may  also  be  provided  in  excep¬ 
tional  circumstances  such  as  acute  illness, 
family  crises,  or  necessary  travel  when  hard¬ 
ship  would  result  from  requiring  the  custom¬ 
ary  observed  medication  Intake  for  the  spe¬ 
cific  period.  In  such  circumstances  the  rea¬ 
sons  for  providing  additional  medication  will 
be  recorded  in  the  clinical  record.  In  circum¬ 
stances  of  severe  illness,  infirmity  or  physical 
disability,  an  authorized  individual  (e.g.,  a 
licensed  practitioner)  may  deliver  or  obtain 
the  medication. 


B.  In  maintenance  treatment,  a  urinalysis 
will  be  performed  randomly  at  least  weekly 
for  morphine  and  monthly  for  methadone, 
barbiturates,  amphetamines,  and  other  drugs 
if  indicated.  Those  patients  receiving  their 
doses  of  the  drug  from  medication  units  will 
also  adhere  to  this  schedule.  The  urine  shall 
be  collected  in  a  manner  which  minimizes 
falsification  of  the  samples.  The  reliability 
of  this  collection  procedure  shall  be  demon¬ 
strated.  Laboratories  used  for  testing  must 
participate  in  and  be  approved  by  any  profi¬ 
ciency  testing  program  designated  by  the 
Food  and  Drug  Administration.  Any  changes 
made  in  laboratories  used  for  urine  testing 
shall  have  prior  approval  of  the  Food  and 
Drug  Administration. 

C.  An  adequate  clinical  record  will  be 
uuilntalned  for  each  patient.  The  record  will 
contain  a  copy  of  the  signed  consent  form(s) , 
the  date  of  each  visit,  the  amount  of  metha¬ 
done  administered  or  dispensed,  the  results 
of  each  urinalysis,  a  detailed  account  of  any 
adverse  reactions,  which  vrlll  also  be  reported 
within  2  weeks  to  the  Food  and  Drug  Admin¬ 
istration  on  Form  FD-1639,  “Drug  Experience 
Report,”  any  significant  physical  or  psycho¬ 
logic  disability,  the  type  of  rehabilitative  and 
counseling  efforts  employed,  an  account  of 
the  patient’s  progress,  and  other  relevant  as¬ 
pects  of  the  treatment  program.  For  record¬ 
keeping  purposes,  if  a  patient  misses  appoint¬ 
ments  for  2  weeks  or  more  without  notifying 
the  program,  the  episode  of  care  is  considered 
terminated  and  so  noted  in  the  clinical  rec¬ 
ord.  This  does  not  mean  that  the  patient 
cannot  return  for  care.  If  the  patient  does 
return  for  care  and  is  accepted  into  the  pro¬ 
gram,  this  is  considered  a  readmlssion  and 
so  noted  in  the  clinical  record.  This  method 
of  recordkeeping  helps  assure  the  easy  de¬ 
tection  of  sporadic  attendance  and  decreases 
the  possibility  of  administering  inappropri¬ 
ate  doses  of  methadone  (e.g.,  the  patient 
who  has  received  no  medication  for  several 
days  or  more  and  upon  return  receives  the 
usual  stabilization  dose).  An  annual  evalu¬ 
ation  of  the  patient’s  progress  will  be  re¬ 
corded  in  the  clinical  record. 

D.  All  patients  in  maintenance  treatment 
will  be  given  careful  consideration  for  dis¬ 
continuance  of  methadone  especially  after 
reaching  a  10  to  20  milligrams  dosage  level. 
Social  rehabilitation  shall  have  been  main¬ 
tained  for  a  reasonable  period  of  time.  Pa¬ 
tients  should  be  encouraged  to  pursue  the 
goal  of  eventual  withdrawal  from  methadone 
and  becoming  completely  drug-free.  Upon 
successfully  reaching  a  drug-free  state  the 
patient  should  be  retained  in  the  program 
for  as  long  as  necessary  to  assure  stability 
in  the  drug-free  state,  with  the  frequency  of 
his  required  visits  adjusted  at  the  discretion 
of  the  director. 

vn.  To  prevent  diversion  into  illicit  chan¬ 
nels,  adequate  security  shall  be  maintained 
over  stocks  of  methadone  and  over  the  man¬ 
ner  in  which  it  is  distributed,  as  required  by 
the  Bureau  of  Narcotics  and  Dangerous 
Drugs. 

VIII.  The  program  director  may  establish 
geographically  dispersed  medication  units  of 
reasonable  size  for  administering  and  dis¬ 
pensing  medication  to  patients  stabilized  at 
their  optimal  dosage  level.  The  approval  of 
such  \mlts  for  any  geographic  area  shall  be 
based  upon  the  number  and  distribution  of 
such  units  within  the  area.  No  more  than 
30  patients  shall  be  vmder  care  at  a  medica¬ 
tion  unit  at  any  one  time.  These  units  shall 
be  responsible  only  for  administering  and 
dispensing  medication.  Private  practitioners 
and  community  pharmacies  may  serve  as 
medication  units.  Only  after  patients  have 
been  stabilized  at  their  optimal  initial  dosage 
level  may  they  be  referred  to  a  medication 
unit.  Subsequent  to  such  referral,  the  pro- 
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gram  director  shall  retain  continuing  re¬ 
sponsibility  for  the  patient’s  care  and  the 
patient  shall  be  seen  at  the  primary  program 
facility  at  least  monthly  for  medical  evalua¬ 
tion  and  ancillary  service.  If  a  private  practi¬ 
tioner  wishes  to  provide  other  service  In 
addition  to  administering  and  dispensing 
medication  and  collecting  urine  samples,  the 
practitioner  Is  considered  a  program  compo¬ 
nent  or  a  separate  program,  depending  upon 
the  type  of  services  provided.  In  such  case 
the  restrictions  on  the  number  of  patients 
served  shall  be  determined  by  the  staffing 
pattern  and  resources  available. 

IX.  All  representations  in  this  application 
are  currently  accurate,  and  no  changes  shall 
be  made  in  the  program  until  they  have  been 
approved  by  the  Food  and  Drug  Administra¬ 
tion  and  the  State  authority. 

X.  If  the  program  or  any  individual  under 
the  program  Is  disapproved,  the  program  di¬ 
rector  shall  recall  the  methadone  from  the 
disapproved  sources  and  return  the  drug  to 
the  manufacturer  In  a  manner  prescribed  by 
the  Bureau  of  Narcotics  and  Dangerous 
Drugs. 

XU.  Inspections  of  this  program  may  be 
undertaken  by  the  State  authority,  by  the 
Food  and  Drug  Administration  and  by  the 
Bureau  of  Narcotics  and  Dangerous  Drugs  In 
accordance  with  Federal  controlled  sub¬ 
stances  laws.  The  Identity  of  patients  will 
be  kept  confidential  except  when  It  Is  neces¬ 
sary  to  make  follow-up  investigations  on 
adverse  effect  Information  related  to  use  of 
the  drug,  when  the  medical  welfare  of  the 
patient  would  be  threatened  by  a  failure  to 
reveal  such  information,  or  when  it  is  neces¬ 
sary  to  verify  records  relating  to  approval 
of  the  program  or  any  portion  thereof.  In 
all  circumstances  the  provisions  of  21  CFR 
^art  401  shall  be  followed. 

Signature : _ 

(3)  Annual  Report  Form. 

Department  of  Health,  Education,  and 
Welfare 

FOOD  AND  DRUG  ADMINISTRATION 

Form  FD  2634  Annual  Report  for  Treatment 
Program  Using  Methadone 

'This  form  shall  be  completed  In  triplicate 
by  the  program  sponsor  for  each  calendar 
year. 

One  copy  Is  to  be  sent  to  the  Food  and 
Drug  Administration  and  one  copy  to  the 
State  authority  on  or  before  January  30. 

I.  Name  or  other  identification  of  program 


Address 


II.  Total  Treatment  Capacity _ 

III.  Amount  of  methadone  dispensed  (in 

grams)  during  the  year: _ 

IV.  Number  of  Individuals  who  applied 

to  the  program  but  were  not  admitted  or 
given  admission  evaluation _ 

V.  Number  of  Individuals  who  were  pro¬ 

vided  only  detoxification  one  or  more 
times _ 

VI.  Census  of  patients  provided  metha¬ 
done  maintenance  treatment _ 

A.  Number  under  care  at  the  beginning  of 

the  year  being  reported _ 

B.  Of  those  in  treatment  at  the  beginning 
of  the  year: 

1.  Number  continuously  under  care 

through  the  year  being  reported  (still  under 
care)  _ 

2.  Number  discharged  or  transferred  to 

other  types  of  programs  and  not  re¬ 
admitted  _ 

3.  Number  discharged  or  transferred  to 

other  types  of  programs  and  readmitted 
(still  under  care)  _ 

4.  Number  discharged  and  readmitted  (no 

longer  under  care)  _ 

C.  Number  admitted  to  care  during  year 

- -  not  previously  treated  In  this  program: 


1.  Number  still  under  care  at  the  end 

of  the  year  _ 

2.  Number  discharged  or  transferred  to 
other  types  of  programs  and  not  readmitted 


3.  Number  discharged  or  transferred  to 

other  types  of  programs  and  readmitted  (still 
under  care)  _ 

4.  Number  discharged  and  readmitted  (no 

longer  under  care)  _ 

D.  Number  admitted  to  care  during  the 
year _ _  previously  treated  In  this  pro¬ 

gram  prior  to  the  past  year: 

1.  Number  still  under  care  at  the  end  of 

the  year  _ 

2.  Number  discharged  or  transferred  to 
other  types  of  programs  and  not  readmitted 

3.  Number  discharged  and  transferred  to 

other  types  of  programs  and  readmitted  (still 
under  care) _ 

4.  Number  discharged  and  readmitted  (no 

longer  under  care)  _ 

VII.  Demographic  and  treatment  charac¬ 
teristics  of  patients  under  care  at  the  end 
of  the  year  being  reported : 

A.  By  age  and  sex: 


Ace  Total  .Male  Female 


Under  14 
14-15.... 
16-17.... 
18-20.... 

21-25 _ 

26-15.... 

36-45 _ 

46+ . 


B.  For  the  year  being  reported,  give  the 
number  of  patients  who  have  been  under 
continuous  care  for  the  following  periods  of 
time: 

Under  3  months _ 

3  months  to  1  year _ 

1  to  2  years _ 

2  to  5  years _ 

Over  5  years _ 

C.  Total  number  of  Individuals  treated  to 

date  _ 

D.  For  the  year  being  reported,  give  the 
number  of  patients  stabilized  at  each  dosage 
level: 


Number 

Daily  dosage,  mgm.  oj  patients 

Under  20 . . . 

20-39  . 

40-59  . .  . 

60-79  . 

80-99  . 

100-119  . 

Over  120 _  _ 

E.  For  the  year  being  reported,  give  the 
number  of  patients  seen  in  the  past  8  weeks 
who  have  fallen  in  the  following  categories: 
No  positive  urinalysis  for  morphine  for 

2  months  or  more _ 

Occasional  positive  urinalysis  for  mor¬ 
phine  (monthly  or  less)  _ _ 

Frequent  positive  urinalysis  for  morphine 

(more  than  once  per  month) _ 

In  program  for  less  than  2  months _ 

For  the  year  being  reported,  give  the  num¬ 
ber  of  patients  treated  who  were  pregnant 


Vin.  Olve  the  number  of  patients  having 
significant  adverse  reactions,  particularly  re¬ 
actions  related  to  hematopoietic,  cardiovas¬ 
cular,  endocrine,  neurologic,  and  Immuno¬ 
logical  functions  (attach  a  completed  copy 
of  Form  FD-1639,  “Drug  Experience  Report,” 
for  each  Incident  not  previously  reported  to 
the  Food  and  Drug  Administration) : 

Type  of  reaction  Number  of  patients 


IX.  Give  the  number  of  patients  who  have 
died  while  under  methadone  care  (attach 
a  completed  copy  of  Form  FD-1639,  “Drug 
Experience  Report”,  for  each  incident  not 
previously  reported  to  the  Food  and  Drug 
Admlnlstatlon) : 

A.  Definitely  meth-  Number  of  patients 

adone -related  _ 

B.  Not  methadone- 

related  _  _ _ _ 

Signature  _ 

(Program  sponsor) 

(4)  Patient  Consent  Form. 

Department  or  Health,  Education,  and 
Welfare 

food  and  drug  administration 

Form  FD  2635  Consent  for  Methadone 
Treatment 

Patient _ Date _ 

Name  of  practitioner  explaining  proce¬ 
dures  _ 

(Provisions  of  this  consent  form  may  be 
modified  to  conform  to  any  applicable  State 
law.) 

I  hereby  authorize  and  give  my  voluntary 

consent  to  Dr. _ 

(Program  medical  director) 
and/or  any  appropriately  authorized  assist¬ 
ants  he  may  select,  to  administer  or  prescribe 
the  drug  methadone  as  an  element  In  the 
treatment  for  my  dependence  on  heroin  or 
other  narcotic  drugs. 

The  procedures  necessary  to  treat  my  con¬ 
dition  have  been  explained  to  me  and  I 
understand  that  It  will  involve  my  taking 
dally  dosages  of  methadone,  or  other  drugs, 
which  will  help  control  my  dependence  on 
heroin  or  other  narcotic  drugs. 

It  has  been  explained  to  me  that  metha¬ 
done  is  a  narcoltc  drug  which  can  be  harm¬ 
ful  if  taken  without  medical  supervision.  I 
further  understand  that  methadone  Is  an 
addictive  medication  and  may,  like  other 
drugs  used  In  medical  practice,  produce  ad¬ 
verse  results.  The  alternative  methods  of 
treatment,  the  possible  risks  Involved,  and 
the  possibilities  of  complications  have  been 
explained  to  me.  but  I  still  desire  to  receive 
methadone  due  to  the  risk  of  my  return  to 
the  use  of  heroin  or  other  drugs. 

The  goal  of  methadone  treatment  is  total 
rehabilitation  of  the  patient.  Eventual  with¬ 
drawal  from  the  use  of  all  drugs.  Including 
methadone.  Is  an  appropriate  treatment  goal. 
I  realize  that  for  some  patients  methadone 
treatment  may  continue  for  relatively  long 
periods  of  time  but  that  periodic  consider¬ 
ation  shall  be  given  concerning  my  com¬ 
plete  withdrawal  from  methadone  use. 

I  understand  that  I  may  withdraw  from 
this  treatment  program  and  discontinue  the 
use  of  the  drug  at  any  time  and  I  shall 
be  afforded  detoxification  under  medical 
supervision. 

I  agree  that  I  shall  Inform  any  doctor  who 
may  treat  me  for  any  medical  problem  that 
I  am  enrolled  In  a  methadone  treatment  pro¬ 
gram.  since  the  use  of  other  drugs  In  con¬ 
junction  with  methadone  may  cause  me 
harm. 

I  also  understand  that  during  the  course 
of  treatment,  certain  conditions  may  make 
it  necessary  to  use  additional  or  different 
procedures  than  those  explained  to  me.  I 
understand  that  these  alternate  procedures 
shall  be  used  when  In  the  Program  or  Med¬ 
ical  Director's  professional  Judgment  It  is 
considered  advisable. 


(For  female  patients  of  child-bearing  age) 

To  the  best  of  my  knowledge,  I  (am/am 
not)  pregnant  at  this  time. 

Besides  the  possible  risks  Invidved  with 
the  long-term  use  of  methadone,  I  further 
understand  that,  like  heroin  and  other  nar¬ 
cotic  drugs.  Information  on  Its  effects  on 
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pregnant  women  and  on  tbelr  unborn  chil¬ 
dren  Is  at  present  inadequate  to  guarantee 
that  it  may  not  produce  significant  or  seri¬ 
ous  side  effects. 

It  has  been  explained  to  me  and  I  under¬ 
stand  that  methadone  is  transmitted  to  the 
unborn  child  and  will  cause  physical  de¬ 
pendence.  Thus,  if  I  am  pregnant  and  sud¬ 
denly  stop  taking  methadone,  I  or  the  un¬ 
born  child  may  show  signs  of  withdrawal 
which  may  adversely  affect  my  pregnancy  or 
the  child.  I  shall  use  no  other  drugs  with¬ 
out  the  medical  director  or  his  assistants’  ap¬ 
proval,  since  these  drugs,  particularly  as  they 
might  Interact  with  methadone,  may  harm 
me  or  my  unborn  child.  I  shall  inform  any 
other  doctor  who  sees  me  during  my  present 
or  any  future  pregnancy  or  who  sees  the  child 
after  birth,  of  my  current  or  past  participa¬ 
tion  in  a  methadone  treatment  program  in 
order  that  he  may  properly  care  for  my  child 
and  me. 

It  has  been  explained  to  me  that  after  the 
birth  of  my  child  I  should  not  nurse  the  baby 
because  methadone  is  transmitted  through 
the  milk  to  the  baby  and  this  may  cause 
physical  dependence  on  methadone  in  the 
child.  I  understand  that  tor  a  brief  period 
following  birth,  the  child  may  show  tempo¬ 
rary  Irritability  or  other  ill  effects  due  to  my 
use  of  methadone.  It  is  essential  for  the 
child's  physician  to  know  of  my  participation 
in  a  methadone  treatment  program  so  that 
he  may  provide  iqjpropriate  medical  treat¬ 
ment  for  the  child. 

All  the  above  possible  effects  of  methadone 
have  been  fully  explained  to  me  and  I  un¬ 
derstand  that  at  present,  there  have  not 
been  enough  studies  conducted  on  the  long 
term  use  of  the  drug  to  assure  complete 
safety  to  my  child.  With  full  knowledge  of 
this,  I  consent  to  its  use  and  promise  to  in¬ 
form  the  Medical  Director  or  one  of  his 
assistants  immediately  if  I  become  pregnant 
in  the  future. 


(For  patients  under  18  years  of  age) 

The  patient  is  a  minor, _ 

years  of  age,  born, _ 

The  risks  of  the  use  of  methadone  have  been 
explained  to  (me/us)  and  (I/we)  under¬ 
stand  that  methadone  is  a  drug  on  which 
long-term  studies  are  still  being  conducted 
and  that  information  on  its  effects  in  ado¬ 
lescents  is  incomplete.  It  has  been  explained 
to  ( me/us )  that  methadone  is  being  used  in 
the  minor's  treatment  only  because  the  risk 
of  (his/her)  return  to  the  use  of  heroin  is 
sufficiently  great  to  Justify  this  treatment. 
(I/We)  declare  that  participation  in  the 
methadone  treatment  program  is  wholly  vol¬ 
untary  on  the  part  of  both  the  ( parent (s)/ 
guardian(s) )  and  the  patient  and  that  meth¬ 
adone  treatment  may  be  stopped  at  any  time 
on  (my /our)  request  or  that  of  the  patient. 
With  full  knowledge  of  the  potential  bene¬ 
fits  and  possible  risks  Involved  with  the  use 
of  methadone  in  the  treatment  of  an  ado¬ 
lescent,  (I/we)  consent  to  its  rise  upon  the 
minor,  since  (I/we)  realize  that  otherwise 
(he/she)  shall  continue  to  be  dependent 
upon  heroin  or  other  narcotic  drugs. 

I  certify  that  no  guarantee  or  assurance 
has  been  made  as  to  the  results  that  may 
be  obtained  from  methadone  treatment. 
With  full  knowledge  of  the  potential  bene¬ 
fits  and  possible  risks  involved,  I  consent 
to  methadone  treatment,  since  I  realize  that 
I  would  otherwise  continue  to  be  dependent 
on  heroin  or  other  narcotic  drugs. 

Patient  _ 

Date _ 

Date  of  birth _ 

Parent(s)  or  guardlan(s)  _ 

Relationship  _ 

Witness _ 

(6)  Hospital  Application. 


Department  or  Health,  Education, 

AND  Welfare 

food  and  drug  administration 

Form  FD  2636  Hospital  Request  for  Metha¬ 
done  for  Analgesia  in  Severe  Pain  and 
for  Detoxification  and  Temporary  Mainte¬ 
nance  Treatment 

Name  of  hospital _ 

Address _ 

Commissioner, 

Food  and  Drug  Administration, 

Bureau  of  Drugs  (BD-106) , 

Rockville,  Md.  20852. 

Dear  Sir:  As  hospital  administrator,  I  sub¬ 
mit  this  request  for  approval  to  receive  sup¬ 
plies  of  methadone  to  be  used  for  analgesia 
in  severe  pain  and  for  detoxification  and 
and  maintenance  treatment  in  accord  with 
S  130.44  of  the  new  drug  regulations.  I 
understand  that  the  failure  to  abide  by  the 
requirements  described  below  may  result  in 
revocation  of  approval  to  receive  shipments 
of  methadone,  seizure  of  the  drug  supply  on 
hand,  injunction,  and  criminal  prosecution. 

I.  The  name  of  the  individual  (pharma¬ 

cist)  responsible  for  receiving  and  securing 
supplies  of  methadone  is _ 

II.  There  are  a  total  of _ beds  in 

the  hospital. 

III.  A  general  description  of  the  hospital 
and  nature  of  patient  care  undertaken  is 
attached. 

IV.  The  anticipated  quantity  of  metha¬ 
done  needed  per  year  is _ (Oms.) . 

V.  Methadone  is  permitted  to  be  adminis¬ 
tered  or  dispensed  only  for  detoxification  or 
temporary  treatment  of  hospitalized  pa¬ 
tients,  and  for  analgesia  in  severe  pain  for 
hospitalized  patients  and  outpatients.  If 
methadone  is  administered  for  treatment 
of  heroin  dependence  for  more  than  3  weeks, 
the  procedure  passes  from  treatment  of  the 
acute  withdrawal  syndrome  (detoxification) 
to  maintenance  treatment.  Maintenance 
treatment  is  permitted  to  be  undertaken  only 
by  approved  methadone  programs.  This  does 
not  preclude  the  maintenance  treatment  of 
an  addict  who  Is  hospitalized  for  treatment 
of  medical  conditions  other  than  addiction 
and  who  requires  temporary  maintenance 
treatment  during  the  critical  period  of  his 
stay  whose  enrollment  in  a  program  which 
has  approval  for  maintenance  treatment 
using  methadone  has  been  verified. 

VI.  Prior  to  filing  a  physician's  prescrip¬ 
tion  for  methadone  for  outpatients,  I  shall 
obtain  from  the  physician  a  statement  indi¬ 
cating  that  all  such  prescriptions  written  by 
him  shall  be  limited  to  use  for  analgesia  in 
severe  pain  and  his  agreement  to  maintain 
records  to  substsmtlate  such  use.  These  rec¬ 
ords  will  be  available  in  the  hospital  or  made 
available  at  the  request  of  the  hospital  ad¬ 
ministrator.  On  January  30  of  each  year, 
the  hospital  shall  report  to  the  Food  and 
Drug  Administration  the  names  and  ad¬ 
dresses  of  all  physicians  who  prescribed 
methadone  for  analgesia  on  an  outpatient 
basis  during  the  previous  year. 

Vn.  Prescriptions  for  analgesia  may  be 
filled  only  if  they  are  written  by  a  physician 
who  has  submitted  the  required  statement 
to  the  hospital. 

vni.  Accurate  records  shall  be  maintained 
showing  dates,  quantity,  and  batch  or  code 
marks  of  the  drug  for  inpatient  and  outpa¬ 
tient  treatment.  The  records  shall  be  retained 
for  a  period  of  3  years. 

IX.  The  Food  and  Drug  Administration  and 
the  State  authority  may  inspect  supplies  of 
the  drug  and  evaluate  the  uses  to  which  the 
drug  is  being  put.  The  identity  of  the  patient 
will  be  kept  confidential  except  when  it  is 
necessary  to  make  follow-up  investigations 
on  adverse  effect  information  related  to  the 
drug,  when  the  medical  welfare  of  the  pa¬ 
tient  would  be  threatened  by  a  failure  to 
reveal  such  information,  or  when  it  is  neces¬ 


sary  to  verify  records  relating  to  approval  of 
the  hospital  or  any  portion  thereof.  TTie  con¬ 
fidentiality  requirements  of  21  CFR  Part  401 
shall  be  followed. 

Signature _ 

(Hospital  official) 

2.  A  new  paragraph  (b)  is  added  to 
§  130.48  as  follows: 

§  130.48  Drugs  that  are  subjects  of  ap¬ 
proved  new-drug  applications  and 
that  require  special  studies,  records, 
and  reports. 

•  •  •  «  • 

(b)  Methadone.  Methadone  may  be 
used  as  an  analgesic  in  severe  pain,  for 
the  detoxification  of  narcotic  addicts, 
and  as  an  oral  substitute  for  heroin  or 
other  morphine-like  drugs,  in  the  main¬ 
tenance  treatment  of  narcotic  addicts, 
pursuant  to  the  conditions  established  in 
§  130.44.  Further  data  and  information 
are  required  to  establish  the  safety  and 
effectiveness  of  methadone  under  a  va¬ 
riety  of  conditions  during  widespread  and 
long-term  use.  In  view  of  the  tremendous 
public  health  and  social  problems  asso¬ 
ciated  with  the  use  of  heroin,  the  demon¬ 
strated  usefulness  of  methadone  in  treat¬ 
ment,  the  lack  of  a  safe  and  effective 
alternative  drug  or  treatment  modality, 
the  need  for  additional  safety  and  effec¬ 
tiveness  data  on  methadone,  and  the 
danger  to  health  that  could  be  created 
by  uncontrolled  distribution  and  use  of 
methadone,  the  Commissioner  of  Food 
and  Drugs  finds  that  it  is  not  in  the 
public  interest  either  to  withhold  the 
drug  from  the  market  until  it  has  been 
proved  safe  and  effective  under  all  condi¬ 
tions  of  use  or  to  grant  full  approval  for 
unrestricted  distribution,  prescription, 
dispensing,  or  administration  of  metha¬ 
done.  The  Commissioner  therefore  con¬ 
cludes  that  it  is  essential  to  the  public 
interest  to  prescribe  detailed  conditions 
for  safe  and  effective  use  of  methadone, 
utilizing  the  IND  and  NDA  control  mech¬ 
anisms  and  the  authority  granted  under 
the  Comprehensive  Drug  Abuse  Preven¬ 
tion  and  Control  Act  of  1970,  to  assure 
that  the  required  additional  information 
for  assessing  the  safety  and  effective¬ 
ness  of  methadone  is  obtained,  to  main¬ 
tain  close  control  over  the  safe  distribu¬ 
tion,  administration,  and  dispensing  of 
the  drug,  and  to  detail  responsibilities 
for  such  control.  The  conditions  estab¬ 
lished  in  §  130.44  constitute  a  deter¬ 
mination  of  the  appropriate  methods  of 
professional  practice  in  the  medical 
treatment  of  the  narcotic  addiction  of 
various  classes  of  narcotic  addicts  with 
respect  to  the  use  of  methadone,  pur¬ 
suant  to  section  4  of  the  Comprehensive 
Drug  Abuse  Prevention  and  Control  Act 
of  1970. 

(1)  Effective  date.  Paragraphs  (d)(3) 
(ii).  (d)(3)(iv),  (g)(1),  (g)(2),  and 
(g)(3)  of  §  130.44,  become  effective  De¬ 
cember  15,  1972.  The  remainder  of 
§  130.44  and  §  130.48  become  effective 
March  15,  1973. 

Dated:  December  7, 1972. 

Charles  C.  Edwards, 

Commissioner  of  Food  and  Drugs. 

[FR  Doc.72-ai306  FUed  12-14-72:8:45  am) 
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DEPARTMENT  OF  HEALTN, 
EDUCATION,  AND  WELFARE 

Food  and  Drug  Administration 

(Docket  No.  FDC-D-6761 

METHADONE 

Proposed  Withdrawal  of  New  Drug 

Applications;  Notice  of  Opportunity 

for  Hearing 

In  the  Federal  Register  of  January  7, 
1972  (37  F.R.  201),  the  Commissioner  of 
Food  and  Drugs  added  a  new  §  130.48 
Drugs  that  are  subjects  of  approved  new- 
drug  applications  and  that  require  spe¬ 
cial  studies,  records,  and  reports  to  the 
new  drug  regulations.  In  the  Federal 
Register  of  April  6,  1972  (37  F.R.  6940), 
the  Commissioner  proposed  special  re¬ 
quirements  for  use  of  methadcme.  A  final 
order  regarding  this  proposal  is  pub¬ 
lished  elsewhere  in  this  issue  of  the  Fed¬ 
eral  Register. 

For  reasons  stated  in  the  April  6,  1972 
proposal,  and  the  final  order,  the  Com¬ 
missioner  concludes  that  there  is  a  lack 
of  substantial  evidence  that  methadone 
is  safe  and  effective  for  detoxification, 
analgesia,  or  antitussive  use  imder  the 
conditions  of  use  that  presently  exist. 
Therefore,  notice  is  given  to  the  holders 
of  the  new  drug  applications  for  metha¬ 
done  that  the  Commissioner  proposes  to 
issue  an  order  imder  section  505(e)  of  the 
Federal  Food,  Drug,  and  Cosmetic  Act 
(21  U.S.C.  355(e) )  withdrawing  approval 
of  the  following  new  drug  applications 
and  all  amendments  and  supplements 
thereto: 

1.  Methadone  (Dolophine)  HCl  Tab¬ 
lets,  Injectable,  Suppository;  by  Eli  Lilly 
Si  Co.,  Box  618,  Indianapolis,  Ind.  46206. 
(NDA  6134). 

2.  Methadone  HCl  Tablets,  Injectable: 
by  Hoffmann-LaRoche  Inc.,  Nutley,  N.J. 
07110.  (NDA  6305). 

3.  Methadone  HCl  Injectable,  Tablets, 
Elixir;  by  Parke,  Davis  Si  Co.,  Joseph 
Campau  Avenue,  At  the  River,  Detroit, 
Mich.  48232.  (NDA  6310) . 

4.  Methadone  HCl  Tablets,  Injectable; 
by  The  Upjohn  Co.,  7171  Portage  Road, 
Kalamazoo,  Mich.  49002.  (NDA  6311). 

5.  Methadone  HCl  Ampuls;  by  S.  E. 
Massengill  Co.,  527  Fifth  Street,  Bristol, 
Tenn.  37620.  (NDA  6345). 


6.  Methadone  HCl  Tablets,  Injectable; 
by  Wm  S.  Merrell  Co.,  Division  Richard- 
son-Merrell  Inc.,  110  East  Amity  Road, 
Cincinnati,  Ohio  45215.  (NDA  6370). 

7.  Methadone  HCl  Tablets;  by  Mallin- 
ckrodt  Chemical  Works,  3600  North  Sec¬ 
ond  Street,  Box  5439,  St.  Louis,  Mo.  63160. 
(NDA  6383). 

8.  Methadone  (Amidone)  HCl  Tablets, 
Elixir,  Injectable;  by  S.  F.  Durst  &  Co., 
Inc.,  5317  North  Third  Street,  Philadel¬ 
phia,  Pa.  19120.  (NDA  6504). 

In  accordance  with  the  provisions  of 
section  505  of  the  Act  (21  U.S.C.  355), 
and  the  regulations  promulgated  there¬ 
under  (21  CFR  Part  130),  the  Com¬ 
missioner  hereby  gives  the  applicants  an 
opportunity  for  a  hearing  to  show  why 
approval  of  the  new  drug  applications 
should  not  be  withdrawn. 

Within  30  days  after  publication 
hereof  in  the  Federal  Register  the  ap¬ 
plicants  are  required  to  file  with  the 
Hearing  Clerk,  Department  of  Health, 
Education,  and  Welfare,  Room  6-88, 
5600  Fishers  Lane,  Rockville,  Md.  20852, 
a  written  appearance  electing  whether 
or  not  to  avail  themselves  of  the  oppor¬ 
tunity  for  a  hearing.  Failure  of  an  ap¬ 
plicant  to  file  a  written  appearance  of 
election  within  said  30  days  will  con¬ 
stitute  an  election  by  him  not  to  avail 
himself  of  the  opportunity  for  a  hearing. 

If  no  applicant  elects  to  avail  himself 
of  the  opportunity  for  a  hearing,  the 
Commissioner  without  further  notice  will 
enter  a  Anal  order  withdrawing  approval 
of  the  applications. 

If  an  applicant  elects  to  avail  himself 
of  the  opportunity  for  a  hearing,  he  must 
file,  within  30  days  after  publication  of 
this  notice  in  the  Federal  Register,  a 
written  appearance  requesting  the  hear¬ 
ing,  giving  the  reasons  why  approval  of 
the  new  drug  applications  should  not  be 
withdrawn,  together  with  a  well-organ¬ 
ized  and  full  factual  analysis  of  the  data 
he  is  prepared  to  prove  in  support  of  his 
opposition.  A  request  for  a  hearing  may 
not  rest  upon  mere  allegations  or  denials, 
but  must  set  forth  specific  facts  showing 
that  a  genuine  and  substantial  issue  of 
fact  requires  a  hearing  (21  CFR 
130.14(b)). 

If  review  of  the  data  submitted  by  an 
applicant  warrants  the  conclusion  that 
there  exists  substantial  evidence  demon¬ 


strating  the  safety  and  effectiveness  of 
the  product  under  existing  conditions  of 
use,  the  Commissioner  will  rescind  this 
notice  of  opportunity  for  hearing. 

If  review  of  the  data  in  the  applica¬ 
tions  and  data  submitted  by  the  appli¬ 
cants  in  a  request  for  a  hearing,  to¬ 
gether  with  the  reasoning  and  factual 
analysis  in  a  request  for  a  hearing,  war¬ 
rants  the  ccmclusion  that  no  genuine  and 
substantial  issue  of  fact  precludes  the 
withdrawal  of  approval  of  the  applica¬ 
tions,  the  Commissioner  will  enter  an 
order  of  withdrawal  making  findings  and 
conclusions  on  such  data. 

If,  upon  the  request  of  the  new  drug 
applicants,  a  hearing  is  Justified,  the  is¬ 
sues  will  be  defined,  a  hearing  examiner 
will  be  named,  and  he  shall  issue,  as 
soon  as  practicable  after  the  expiration 
of  such  30  days,  a  written  notice  of  the 
time  and  place  at  which  the  hearing  will 
commence.  The  hearing  ccmtemplated 
by  this  notice  will  be  open  to  the  public 
except  that  any  portion  of  the  hearing 
that  concerns  a  method  or  process  the 
Commissioner  finds  entitled  to  protecticm 
as  a  trade  secret  will  not  be  open  to  the 
public,  unless  the  respondent  specifies 
otherwise  in  his  appearance. 

Requests  for  a  hearing  and/or  elec¬ 
tions  not  to  request  a  hearing  may  be 
seen  in  the  Office  of  the  Hearing  Clerk 
(address  given  above)  during  regular 
business  hours,  Monday  through  Friday. 

New  drug  application  holders  may 
submit,  within  30  days  after  the  date  of 
publication  of  this  notice  in  the  Federal 
Register,  a  supplemental  new  drug  ap¬ 
plication  requesting  approval  for  the 
manufacture  and  distribution  of  metha¬ 
done  pursuant  to  S§  130.44  and  130.- 
48(b) .  Upon  submission  and  approval  of 
any  such  supplement  the  Commissioner 
will  rescind  this  notice  of  opportunity 
for  hearing  for  that  applicant. 

This  notice  is  issued  pursuant  to  pro¬ 
visions  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  (sec.  505,  52  Stat  1052- 
1053,  as  amended:  21  U.S.C.  355)  and 
under  the  authority  delegated  to  the 
Commissioner  (21  CFR  2.120). 

Dated:  December  7, 1972. 

Charles  C.  Edwards, 
Commissioner  of  Food  and  Drugs. 
[FR  Doc.  72-21305  Filed  12-14-72;8:4S  am] 


FEDERAL  REGISTER,  VOL.  37,  NO.  242 — FRIDAY,  DECEMBER  15,  1972 


Invaluable  Reference 

Tool 


1972/73  Edition 

This  guidebook  provides 
information  about  significant 
programs  and  functions  of 
the  U.S.  Government  agencies, 
and  identifies  key  officials 
in  each  agency. 

Included  with  most 
agency  statements  are 
“Sources  of  Information” 
sections  which  give  helpful 
Information  on: 

•  Employment 

•  Contracting  with  the 
Federal  Government 

•  Environmental  programs 

•  Small  business  opportunities 

•  Federal  publications 

•  Speakers  and  films  available 
to  civic  and  educational  groups 

This  handbook  is  a  “must”  for 
teachers,  students,  librarians, 
researchers,  businessmen, 
and  lawyers  who  need  current 
official  information  about  the 
U.S.  Government. 


Paptrbound,  with  chart* 


MAIL  ORDER  FORM  To: 

Superintendent  of  Documents,  Government  Printing  Office,  Washington,  D.C.  20402 

Enclosed  find  $ . (check,  money  order,  or  Supt  of  Documents  coupons).  Please  send  me 

. copies  of  the  UNITED  STATES  GOVERNMENT  ORGANIZATION  MANUAL,  1972/73,  at 

33.00  per  copy.  (Catalog  No.  GS  4.109:972)  (Stock  No.  2203-0035) 


For  Usa  of  Supt  Does. 

. EncloMf . 

To  b«  mailad 

. latw . 

. Sabtcriatioa . — 


Please  charge  this  order 
to  my  Deposit  Account 
No. . 


Name  . 

Street  address 
City  and  State 


ZIP  Code 


Cwpon  rafasl. 
Peataga - 


i 

■  i  • 


■I 


A  .  I 


i4 


